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Life becomes more twable 
for the Anginal Patient 


Pentoxylon combines the brady- 
crotic, tranquilizing, stress-relieving effects of Rauwi- LASTING CORONARY 


leid®, 1 mg., with the prolonged coronary vasodilating DILATATION 

influence of pentaerythritol tetranitrate (PETN), 10 mg. LOWER PULSE RATE 
Reduced heart rate—due to Rauwiloid—lengthens 

diastole and leads to better coronary filling and less- BETTER CORONARY 


ened cardiac work. CIRCULATION 
This new approach reduces nitroglycerin need, in LESSENED CARDIAC 


many instances obviates it; increases exercise toler- 


ance, reduces anxiety, allays apprehension, and pro- WORK 
duces objective, ECG-demonstrable improvement. IMPROVED PSYCHIC 
Equally indicated in normotensive and hypertensive STATUS 
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pressure but does not affect normal tension. Clinical tablets q.i.d. In bottles 
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prescribe a specific dose to fit the patient—one which the parent 
can administer with accuracy. The syrup retains its potency 

for a year, and needs no refrigeration. 





Long, widespread use has proved AurEOMYCIN to be a 
well-tolerated, broad-spectrum antibiotic promptly effective 
against a great variety of infections. Next time the patient is 


a@ young and wild one—remember Aureomycin Syrup! 
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VAGINAL TRICHOMONIASIS — 


FOUND TO HARBOR THE PARASITE 


RICHOMONAL infestation is not a purely 
gynecological Bernstine and 


Rakoftt point out that “the presence of tri- 


disorder. 


chomonads in the genito-urinary tract of men 
is now known to be of rather common occur- 
rence.””! 

Significant stalislics — “The incidence of in- 
festation in the male is placed at 5 to 15 per 
cent.""! Whittington reports it in 27 per cent?; 
Feo in 15.5 per cent*; Freed in 28.5 per cent.* 
In Karnaky’s study of 150 husbands of women 
with recurrent trichomoniasis, 25 per cent har- 
bored the parasites.° 


The ubiquitous protozoan — The reported 
incidence would, probably, be even higher if all 
foci of infection (urethra, prostate, seminal vesi- 
cles, bladder, kidney, pelvis, and preputial sac) 
were studied in each case. Another reason for 
inadequate statistics is that male trichomoniasis 
is largely asymptomatic.'*.6* 


Re-infection now prevented — In view of 
this mildness or absence of symptoms, male 
trichomoniasis is rarely the subject of active 
therapy. It tends to subside by itself within a few 
months, provided “re-infection does not occur.””* 
Unfortunately, such infected husbands, though 
symptom-free, are “none the less a potential 
source of re-infection in wives successfully 
treated.”* The re-infected wife, in turn, re- 
infects the husband. 

To break the re-infection cycle, Karnaky 
insists that “the husband should wear a condom 
at coitus for four to nine months, during which 
time these trichomonads will usually die out of 
their own accord.’ Bernstine and Rakoff give 
similar recommendation: “If the male harbors 
trichomonads, condoms should be used during 
sexual intercourse until it is certain the infesta- 
tion has been cleared up entirely.” 


Prescribe specifically —Take specific measures 
to win co-operation of the husband. In prescrib- 
ing a condom, be selective and take advantage 
of Schmid product improvements. 

When there is anxiety that the condom 
might dull sensation, the answer is to prescribe 
XXXX (rourEX)® skins. Made from the cecum 
of the lamb, they feel like the patient’s own 
skin, are pre-moistened and do not retard 
sensory effect. If cost is a consideration, pre- 
scribe RAmseEs,® a transparent, tissue-thin, yet 
strong condom of natural gum rubber. SHEIK,” 
also of natural gum rubber, is even more reason- 
able in price. 

Any husband, any wife, in your practice, 
would prefer to hand the druggist your prescrip- 
tion for a condom, rather than to ask for it 
“in public.” Isn't that true? Your act of diplom- 
acy prevents an embarrassing situation. To 
assure finest quality and earn appreciation for 
your thoughtfulness, prescribe XXXX 
(FOUREX), RAMSES or SHEIK by name. 
Prescribe Schmid protection for as long as four 
to nine months after the wife’s infestation has 
cleared. The protection Schmid condoms afford 
is the very foundation of re-infection control. 
References: 1. Bernstine, J. B., and Rakoff, A. E.: 
Vaginal Infections, Infestations, and Discharges, New York, 
hig Blakiston Co., 1953, pp. 256-258. 2. Whittington, 

{. J.: J. Obst. & Gynaec. Brit. Emp. 58:614 ( Aug.) 1951. 
3 Feo, L. G.: Am. J. Trop. Med. 24:195 (May) 1944. 
4. Freed, L. F.: South African M. J. (March 27) 1948, 
as abstracted in Urol. and Cutan. Rev. 52:489 ( Aug.) 
1948. 5. Kamaky, K. J.: Urol. and Cutan. a 42:812 
(Nov.) 1938. 6. Glen, J. E., Jr., and Bailey, : J. Urol. 
66:294 ( Aug.) 1951. 7. Karnaky, J.: JA ME : '155:876 


(June 26) 1954. 8. Paton: sag F.. and McEntegart, M. G.: 
The Lancet 1:668 (April 14) 1953. 
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prescription 


HE AVAILABILITY of such anti-infectives as Terramycin, 
Tetracyn and penicillin has not altered the wise admonition 
to “treat the patient as well as the disease.” As the National 
Research Council’ has emphasized, certain water-soluble vitamins 
(B-complex and C) and vitamin K are involved in body 
defense mechanisms as well as in tissue repair and are required 
in increased amounts during the stress of febrile infections. 
Yet there is often a considerable reduction in the normal 
supply of these important nutritional elements in acutely ill 


patients who are candidates for antibiotic therapy. 


Unique new Stress Fortified Terramycin-SF, Tetracyn-SF and 
Pen-SF are formulated in accordance with National Research 
Council recommendations’ for vitamin supplementation in sickness 
or injury. This supplementation is a significant contribution 

to rapid recovery and convalescence. The patient is assured 

the maximum benefits of modern antibiotic therapy plus the 
needed vitamin support—without additional prescriptions, and 

at little additional cost. 


1. Pollack, H., and Halpern, S. L.: Therapeutic Nutrition, Prepared with 
Collaboration of the Committee on Therapeutic Nutrition, Food and Nutrition 
Board, National Research Council, Baltimore, Waverly Press, 1952. 
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the equivalent of one Stress Formula 
capsule as recommended by the 


National Research Council, at little 


additional cost to the patient. 
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Each 250 mg. Capsule of these broad-spectrum 
antibiotics of choice and each 250 mg. dose 
of the flavorful Oral Suspensions supplies in 
addition to the antibiotic: 


Ascorbic acid, U.S.P. 75 mg. 
Thiamine mononitrate . 2.5 mg. 
Riboflavin ...... 2.5 mg. 
Niacinamide » 2me. 
Pyridoxine hydrochloride ....... 0.5 mg. 
Calcium pantothenate ae: 
Vitamin B,» activity ... 1 meg. 
Folic acid ....... 0.375 mg. 


Menadione(vitamin K analog) 0.5 mg. 


Each Capsule contains 200,000 units of 
penicillin G potassium plus: 
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This bibliography has been selected 


from over 1500 references 


THORAZINE' OOO: 


This selected bibliography illustrates the diverse and widespread use of ‘Thorazine’ in 


the United States and throughout the world. Since 1951, world-wide interest in ‘Thora- 


zine’ has developed to the point where published reports are now appearing at the rate 


ol approximately 10 a Week, 


Nausea, Vomiting and Hiccups 





12. 


Romagny, G., and Frederich: Report on the Anti- 
emetic Action of R.P. 4560 1n the Infant*, Lyon med. 
189-91 (Aug. 9) 1963. 

Friend, D.G., and Cummins, ].F.: New Antiemeti 
Drug— Preliminary Report, J.A.M.A, 153 :480 (Oct. 
3) 1963. 

Boyd, E.M.; Boyd, C.b., and Cassell, W.A.: The 
Antiemetic Action of Chlorpromazine Hydrochloride, 
Canad, M. A. J. 70:276 (Mar.) 1954. 

Caussade, L., et al.: The Action of Chlorpromazine 
in Medicine of Children*, Rev. med. Nancy, Feb. 
1964. 

Friend, D.G., and Cummins, J.F.: Use of Chlorpro- 
mazine in the Treatment of Nausea and Vomiting of 
Uremia, New England J]. Med. 250:997 (June to) 
1964. 

Marks, J.H.: Use of Chlorpromazine in Radiation 
Sickness and Nausea from Other Causes, New Eng- 
land J. Med. 250:999 (June 10) 1964. 

Benaron, H.B.W.; Dorr, E.M.; Lamb, V.E.; Karp, 
M.; Roddick, J.W.; Gossack, L.; Johnson, R.P., 
and Tucker, B.E.: Chlorpromazine in the Treatment 
of Nausea and Vomiting of Pregnancy and Delivery, 
Scientific Exhibit, to3rd Annual Meeting of the 
A.M.A., San Francisco (June) 1954. 

Moyer, J.HI., etal.: Clinical Studies of an Anti-emetic 
Agent, Chlorpromazine, Am. J. M. Sc. 
(Aug.) 1964. 

Albert, S.N., and Coakley, C.S.: The Use of Chlor- 
promazine to Control Post-Anesthetic Vomiting, 
Anesth. & Analg. 33:286 (july-Aug.) 1954. 


2252174 


Isaacs, B., and Macarthur, |.G.: The Effect of Chlor- 
promazine on Vomiting Due to Veriloid, Glasgow 
M. J. 35:168 (july) 1954. 

Stewart, B.L., and Redeker, A.G.: Emesis and 
Hiccough— Treatment with Chlorpromazine, Cali- 
fornia Med, 81 :203 (Sept.) 1954. 

Whitelaw, M.J.: Prevention by Chlorpromazine of 
the Nausea Caused by Estrogens and Estrogen-like 
Compounds, J. Clin. Endocrinol. & Metab. 14:795 
(July) 1954. 

Isaacs, B., and Macarthur, ].G.: Influence of Chlor- 
promazine and Promethazine on Vomiting Induced 
with Apomorphine in Man, Lancet 2:570 (Sept. 18) 
1954. 

Homburger, F., and Smithy, G.: Chlorpromazine in 
Patients with Nausea and Vomiting Due to Advanced 
Cancer, New England J. Med. 251:820 (Nov. 11) 
1954. 


*¢. 


Becker, B.: Chlorpromazine—A New Anti-Emetic 
Agent, Am. J. Ophth. 38 :576 (Oct.) 1964. 


Mental and Emotional Disturbances 





16. 


i) 
~ 


28. 


. Sigwald, J., 


Delay, J., and Deniker, P.: 38 Cases of Psychoses 
under Prolonged and Continuous R.P. 4560 Treat- 
ment*, Compt. rend. du Congres des Medecins 
Alienistes et Neurologistes, Luxembourg, July 21-27, 
19$2, pp. 7-18. 

Pscalar, G., and Balduzzi, .: First Results Obtained 
with Ganglioplegics in Psychiatric Therapy*, Boll. 
Soc. med.-chir., Prov. Varese 8:1, 1953. 

Rigotti, S.: Latest Experiences with Largactil in 
Psychiatry*, Gior. di psichiat. e di neuropat. 81 :211, 
1963. 

Touraine, Y.: Effect of R.P. 4560 on Deliriums with 
Agitation in Cranial Traumatisms*, 
61:470 (March 28) 1963. 


Presse med, 


. David, M.; Benda, P., and Klein, F.: The Treatment 


of Status Epilepticus by Chlorpromazine*, Bull. mem. 
Soc. med. Hop. de Paris 69 :691 (June) 1953. 


. Staehelin, J.E., and Kielholz, P.: Largactil, A New 


Sympathetic Depressant in Mental Disturbances*, 
Schweiz. med. Wehnschr. 83:581 (June 20) 1953. 
Massari, M.: Anxiety and Autonomic Blockage*, 
Minerva med. 44:231, 1953. 


. Arnold, O.H.; St. Hift, and Solms, W.: Largactil in 


Psychiatry*, Wien. med, Wehnschr. 103 :563 (Aug. 
1) 196}. 


. Delay, J., and Deniker, P.: Neuroplegics in Psychiat- 


ric Therapy*, Therapie 8 :347, 1953. 

Kolle, K., and Mikorey, M.: Artificial Hibernation 
in Psychiatry*, Deutsche med. Wehnschr. 78 :1723 
(Dec. 11) 1953. 

and Bouttier, D.: 3-Chloro-10-(3/- 
dimethylaminopropy!)-phenothiazine Hydrochloride 
in Current Neuro-psychiatry*, Ann. méd. Paris 
$4:150, 1953. 


. Lehmann, H.EF., and Hanrahan, G.E.: Chlorproma- 


zine— New Inhibiting Agent for Psychomotor Excite- 
ment and Manic States, Arch. Neurol. & Psychiat, 
71:227 (Feb.) 1954. 

Winkelman, N.W., Jr.: Chlorpromazine in the 
Treatment of Neuropsyc hiatric Disorders, J.A.M.A, 
155:18 (May 1) 1954. 


. Lang, F.: A Case of Stammering Cured by Chlorpro- 


mazine in a 1g Year Old, Mentally Deficient Boy*, 
Ann. med.-psychol. 112:733 (May) 1954. 


Lehmann, H.k.: Selective Inhibition of Affective 


Drive by Pharmacological Means, Am. J. Psychiat. 
110 :856 (May) 1954. 
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38. Cahn, J.; Dubrasquet, M., and Melon, J.M.: The 
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Anesth. et analg. 10:89 (Feb.) 1963. 
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41. Sanguineti, I., and Laricchia, R.: Six Cases of Delir- 
ium Tremens Resolved by a Method of ‘‘Neuro- 


autonomic Blockage’? Derived from Techniques of 


Artificial Hibernation*, Minerva med. 44:1469 (Nov. 
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Surgery and Obstetrics 
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tions on 47 Cases of Anesthesia with Controlled 
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med, 62:769 (May 19) 1954. 

64. Robinson, K.C., and Zuck, D.: (Letter to Editor), 
Chlorpromazine in Status Asthmaticus, Lancet 
2:1349 (June 26) 1954. 

65. Dobkin, A.B.; Lamoureux, L., and Gilbert, R.G.B.: 
Conservative Therapy of Peripheral Vascular Disease 
and the Use of Largactil (R.P. 4560, M & B 2378 and 
2601A S.K.F.), Treat. Serv. Bull. 9 :324 (June) 1954. 

66. Chesney, W.M.: Chlorpromazine and Jaundice, Brit. 
M. J. 2:591 (Sept. 4) 1954. 

67. Foster, C.A.; O’Mullane, E.J., et al.: Chlorproma- 
zine—a Study of Its Action on the Circulation in Man, 
Lancet 2:614 (Sept. 25) 1954. 

68. Geiger, H., and Finkelstein, B.A.: Largactil in the 
Treatment of Tuberculosis*, Schweiz. med. Wchnschr. 
84:1063 (Sept. 11) 1964. 

69. Rea, F.L.; Shea, J., and Fazekas, Bs sep 0g 
Action of ¢ hlorpromazine, ].A.M.A. :1249 (Nov. 
27) 1954. 

Chlorpromazine is known as ‘Largactil’ in Canada, Eng- 

land, France and Italy; as ‘Megaphen’ in Germany; as 

‘Ampliactil’ in Argentina; as ‘Amplictil’ in Prazil; and 

as ‘Hibernal’ in Sweden. 

*Translation 

{Trademark for S.K.F.’s brand of chlorpromazine. 


Smith, Kline & French Laboratories 
Philadelphia 1 








Areas of Clinical Study / One of a Series 


The “low-grade” anemia which so often accompanies or 
follows infection in children or adults, often is compli- 
cated by depressed bone-marrow function.! 

Cobalt appears to be the only known agent which can 
be used to stimulate the hemopoietic function of 
bone-marrow. 


RONCOVITE (the original clinically proved pure cobalt- 
iron product) provides the long-missing factor in the 
treatment of both iron-deficiency and “chronic low-grade” 
(secondary) anemia. The presence of cobalt may actually 
“force” the utilization of iron*® where bone-marrow inhibi- 
tion is present. 

Extensive clinical evidence documents both the hemo- 
poietic effectiveness and safety of Roncovite. 


Clinical Proof—in Chronic Low-Grade Anemia 


“REFRACTORY ANEMIA” 
“With cobalt, an effective therapy for the anemia accom- 
panying infection is possible.’’$ 


CHRONIC SUPPURATIVE INFECTION 

**In all patients a reticulocytosis was observed within 6 days. 
This was followed by increases in red-cell counts, in hemo- 
globin values, in blood volume and in total circulating 
hemoglobin.”’4 


POST-INFECTION ANEMIA 
Excellent results® have been reported in post-infection 
anemia. 


The original, clinically proved, pure cobalt-iron product 
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accompanying 
or following 


infection 


SUPPLIED: 
RONCOVITE TABLETS 
Each enteric coated, red tablet contains: 
COUR CHIGEIGE. ... cc cccciccs 15 mg. 
Ferrous sulfate 

eS BR re cree 0.2 Gm. 

Bottles of 100 

RONCOVITE-OB 
Each enteric coated, red capsule-shaped 
tablet contains: 


COUN GHIDTIOS:.......00seicceees 15 mg. 
Ferrous sulfate........ce00- 0.2 Gm. 
ee 0.9 Gm. 
| re 250 units 


Bottles of 100 


RONCOVITE DROPS 
Each 0.6 cc. (10 drops) provides: 
Cobalt chloride 

Cotalt 9.9 mg)... <cicces 40 mg. 
ok ee 75 mg. 
Bottles of 15 cc. with calibrated dropper. 


DOSAGE: 


One tablet after each meal and at bed- 
time. Children | year or over, 0.6 cc. 
(10 drops); infants less than | year, 
0.3 cc. (5 drops) once daily diluted with 
water, milk, fruit or vegetable juice. 


— 


. Wintrobe, M. M.: Clinical Hematology, 
Philadelphia, Lea & Febiger, 1951, 
p. 419. 

. Wintrobe, M. M. et al.: Blood 2:323 
(1947). 

. Weissbecker, L.: 
75:116 (1950). 

4. Robinson, J. C., et al.: The New 
England J. M. 24:749 (1949). 

. Weissbecker, L., and Maurer, R.: Klin. 
Wehnschr. 24-25:855 (1947). 


wi N 


Dtsch. M. Wschr. 


wa 


Bibliography of 192 references 
available on request. 


LLOYD 
BROTHERS, INC. 


Cincinnati, Ohio 
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VOLUME 48 SOUTHERN MEDICAL JOURNAL 15 


Just introduced — 


Cremomycin. 


SULFASUXIDINEg—NEOMYCIN SUSPENSION WITH PECTIN AND KAOLIN 


for comprehensive antidiarrheal therapy... for the whole family 





MAJOR ADVANTAGES: 1. ‘Sulfasuxidine’ and neomycin—for a comprehensive range 
of antibacterial action. 2. Pectin and kaolin—to detoxify and adsorb intestinal irri- 
tants. 3. Deliciously fruit-flavored. 4. Effective for specific and nonspecific diarrheas. 





You can prescribe new CREMOMYCIN even when the ing 3.0 Gm. ‘Sulfasuxidine,’ 300 mg. of neomycin 
whole family has diarrhea. It contains ‘Sulfasuxidine’ sulfate, 0.3 Gm. of pectin and 3.0 Gm. of kaolin. 
and neomycin. Both are sparingly absorbed — thus 
they are virtually nontoxic and their action is con- 
centrated in the intestine.’ Pectin and kaolin adsorb 
toxins and soothe the mucosa. 


Supplied: 8-oz. bottles, each fl. oz. (30 cc.) contain- 





Philadelphia 1, Pa. 
Reference: 1. Puth. E. J., J.A.M.A. 153:1516 (Dec. 26) 1953. DIVISION OF MERCK & CO., INc. 
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MES 


COMPANY, INC. 


manufacturers of Decholin,® Decholin Sodium,® Decholin with Belladonna, 


Clinitest,” Acetest,” Ictotest,® and other adjuncts in clinical management 


announces that it has merged 
into its research, production and 


professional service programs, 


the facilities and products of 
the fifty-vear old 


COMPANY, INC., IVORYTON, 


ISCHOFF f\) 


manufacturers of My-B-Den,* Aminet* 


Diatussin® and Bi-co-tussin* 


AMES COMPANY, INC + ELKHART, INDIANA 








| 
fe 
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When you think 
, of Tetracycline, 
Bristol  shink of 










The most modern 
_ Broad-Spectrum Antibiotic 


LYCYCLINE 


TRADE MARK (TETRACYCLINE BRISTOL) 





AVAILABLE AS 


POLYCYCLINE 
SUSPENSION ‘250’ 


Ready to use without 
reconstitution, stable for 
18 months without 
refrigeration. 
Really palatable. 
— in concentration of 
250 mg. per 5 cc., 
in bottles of 30 cc. 





Polycycline is a tetracycline produced by 
the unique Bristol process of direct fermentation 
ate a new species of Streptomyces isolated 
. - rather than made by 
n of older broad- 





POLYCYCLINE 
PEDIATRIC DROPS 





For accurate dosage in 
small amounts. 





Like its older analogues, it is 1" a yeaa evegr 
: ; vnseen a ee oe 
EFFECTIVE IN BROAD RANGE = y ong “ea 
against gram-positive and gram-negative organisms, nein = 4 gga as 
certain rickettsiae and large viruses. Taw 
Unlike its older analogues, it has a 
POLYCYCLINE 
BASIC STRUCTURAL FORMULS 
CAPSULES 


no chlorine atom (present in chlortetracycline); 
and no hydroxyl group (present in oxytetracycline). 


Handy form for oral use, 
in two potencies: ; 
— in capsules of 100 mg., © 

in bottles of 25 and 100," 












SUPERIOR CLINICAL PERFORMAN( = — in capsules of 250 mg., | 
in bottles of 16 and 100.7 

greater tolerance: markedly lower incidence and ae, © 
severity of adverse side effects. 
greater solubility than chlortetracycline, es 
yielding quicker absorption and wider diffusion in POLYCYCLINE 
body fluids and tissues. INTRAMUSCULAR 
greater stability in solution than For deep intramuscular 
chlortetracycline or oxytetracycline, permitting higher, — of 


more sustained blood levels. 100 mg. per vial. 
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. “Premarin” relieves 
’ menopausal symptoms with 
virtually no side effects, and - 
imparts a highly gratifying 
“sense of well-being.” 





“Premarin” ®—Conjugated Estrogens (equine) 


TIss 








Gor the Aged and Senile Patient 





ora. ‘Metrazol 


—to help the geriatric patient with early or ad- 
vanced signs of mental confusion attain a more 
optimistic outlook on life, to be more cooperative 
and alert, often with improvement in appetite and 
sleep pattern. 

Metrazol, a centrally acting stimulant, increases 
respiratory and circulatory efficiency without over- 
excitation or hypertensive effect. 








Dose: 114 to 3 grains, 1 or 2 teaspoonfuls Liquidum, or 
the tablets, every three or four hours. 


Metrazol tablets, 114 grs. (100 mg.) each. Metrazol Liquidum, a wine-like flavored 15 per 
cent alcoholic elixir containing 100 mg. Metrazol and | mg. thiamine HC1 per teaspoonful. 





Metrazol®, brand of pentylenetetrazol, a product of E. Bilhuber, Inc 














SOUTHERN MEDICAL JOURNAL MARCH 1955 


Hiamox 


NOW ACCEPTED FOR USE IN 


EPILEPSY’ 


Recent clinical trials show that D1amMox suppresses both the 
frequency and severity of epileptic seizures. DIAMox appears to 
produce a relative acidosis, in a manner similar to the ketogenic 
diet, and may also have a direct effect on nerve tissue. No 
direct sedative action is apparent. 


GLAUCOMA’ 


Oral administration of D1aMox is followed by significant reduc- 
tion in intraocular pressure in acute glaucoma. Experimental evi- 
dence indicates decreased secretion of aqueous humor. D1amox al- 
so appears to enhance the action of commonly employed miotics. 


CARDIAC EDEMA 


Now the most widely prescribed drug of its type, DIAMox has 
been immediately accepted by clinicians because it is an effec- 
tive, safe and convenient oral diuretic. 


Available in 250 mg. tablets and 500 mg. ampuls for intravenous use. 


1. Meruts, S.: Diamox: A Carbonic An- 2. Becker, B.: Decrease in Intraocular Pressure 
hydrase Inhibitor—Its Use in Epilepsy. in Man by a Carbonic Anhydrase Inhibitor, 
Neurology. 4:11, 863-866 November 1954. Diamox. Am. J. Ophth. 37:1, 13-15 January 1954. 


LEDERLE LABORATORIES DIVISION amenscan Cyanamid company 
PEARL RIVER, NEW YORK *REG. U.S. PAT. OFF. 
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etteiiies blood levels 
within one hour 


~ DELTAMIDE 


the preferred quadri-sulfa mixture 


i 


4 Combines 4 of the most useful sulfonamides for... 

@ effective blood levels in most patients within one hour 
@ increased solubility in the urine 

@ low incidence of sensitization 


@ broad spectrum of activity 


COMPOSITION: Each tablet or teaspoonful of the 
delicious chocolate-flavored suspension contains— 


SIN oon ccc ccccdccecseexed 0.167 Gm. 
a Sulfamerazine.......+.eee0- cece tGF Gm. 
Sulfamethazine........ Fiab erento 0.056 Gm. 
Sulfacetamide.......++- bweitee + 20.111 Gm. 


Bottles of 100 and 1000. 
Suspension, 4 and 16 oz. bottles. 


mAN THE ARMOUR LABORATORIES 


A DIVISION OF ARMOUR AND COMPANY ¢ KANKAKEE, ILLINOIS 





wu 
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all 
vitamin drop 
products 
are not 


alike 
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...Vi-syneral 
vitamin drops 


elmo hale l—s— 


natural vitamin A with all_ known 
Tale mm avi hvam Oh a] ip4-) 0) (-me-tondh\]- mile) aa] -16-en- 
compared to synthetic vitamin A which 
affords only one isomer which requires 
conversion in the body before it can be 


utilized in the visual process. 


natural vitamin D complex for superior protection if 


} tiOn aga 
rickets as compared, unit for unit, with synthetic vitamin D 


anti-convulsant vitamin Be pyridoxine hydrochloride 


present in certain other multivitamin drops 


aqueous vit 


r=} o}-10] ge} alelame-iale mm 
no fish oil, no fish taste, no regurgitation 


sosts no more, so why not give the greater pr tion 


Vi-Syneral Vitamin ps natural vitamins A and D made 


aqueous, B complex fact 


bottles of 15 


u.s. vitamin corporation 


Arlington-Funk Labi 


E. 43rd Street, New York 17, N.Y 
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peptic ulcer 
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PROMPTLY 





POST- 
INFECTION for faster, 


NEURITIS surer recovery 
without relapse 


In post-infection neuritis (following upper respira- 
tory or virus infection), one ampul of Protamide 
daily for five days has been shown to produce 
complete recovery without relapse in 85% of pa- 
tients when treatment was started during the first 
week of symptoms.* c 


You can count on comparable results 
in your own practice when you 
: USE PROTAMIDE FIRST 
for patients with post-infection 


neuritis, herpes zoster and certain 
other nerve root/pain\problems. 


| b] 


' i ae 
Pharmacologically safe and clinically 

assayed, Protamide is a sterile col- j 
loidal solution prepared from animal 

gastric mucosa. Due to an exclusive, | 
unique denaturing process, protein } | 
reaction cannot be demonstrated with 
Protamide although it is of protein 
origin. 

The solution is straw colored with 
an adjusted pH of 5.9. It is virtually 
painless on administration and is used 
intramuscularly only. 

Protamide is stable at room tem- 
perature and is packaged in 1.3 cc. 
ampuls in boxes of ten. 





*Smith, R. T., New York Med. 8:16, 1952. 
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Each 5-cc. teaspoonful of 


VI-DAYLIN 


contains: 
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HE'S HEARD 
THE CALL FOR 


VI-DAYLIN 


(Homogenized Mixture of Vitamins A, D, B,, Bz, Bs, Biz, C and Nicotinamide, Abbott) 





Soto flight? No, sir! All youngsters rise to the occasion 
when it’s V1-DAYLIN time! 


Each teaspoonful of V1-DAYLIN’s golden-honey color 
... citrus aroma... and delicious lemon-candy flavor 
hides eight essential vitamins (including 3 mcg. 

of body-building Bi). 


Mothers, too, get a lift from V1-DayYLin. It needs no 
special refrigeration or pre-mixing. Just an easy-to-pour 
/ spoonful once a day. 


Prescribe or recommend V1-DAyYLIn for all your young 
patients. At all pharmacies in bottles of 90 cc., 


7 


8 fluidounces and one pint. 


and now for infants...VI-DAYLIN Drops 
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for day-long relief of 
anxiety and depression in: 


Premenstrual tension y 
Menopausal depression 
Chronic headache e 
and backache 
Bronchial asthma es 
Abdominal spasm 


Alcoholism ee 
Convalescence 4 ' 
Arthritis - * 


Weakness and vertigo 
Pain or inactivity 
of chronic disease 
Obesity 
Psychogenic fatigue 





When anxiety, apprehension and depression cause or complicate 
the condition you are called upon to manage, you will find “‘Dexamyl’ 
unusually valuable. 

A single Dexamyl* Spansule capsule provides smooth, uninterrupted, 
day-long relief of the mental and emotional distress you see in almost 
every patient. 


1 det 2 dA 
Dexamy| No. NA & No. Wa 


Spansule* 


brand of sustained 
release capsules 


In two strengths (the duration 
of effect is the same; the 
difference is in the intensity of effect): 


No. 1: Each capsule contains Dexedrine* 
Sulfate (dextro-amphetamine sulfate, S.K.F.), 
10 mg.; amobarbital, 1 gr. 
No. 2: Each capsule contains ‘Dexedrine’ Sulfate, 
15 mg.; amobarbital, 1} gr. 


Smith, Kline & French Laboratories 
Philadelphia 






*&T.M. Reg. U.S. Pat. Off. 
Patent Applied For 
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nonsensitizing ... rapid acting ... topical anesthetic 


XY LOCAINE’S OINTMENT astra 


(Brand of lidocaine*) 


a new form of the widely accepted Xylocaine Hydrochloride solution 







@ Xylocaine Ointment provides unusually 
rapid, and deeply penetrating anesthesia 
without the drawback of toxicity, sensitization 





or irritation. Xylocaine is unique in this respect. 


@ For use in the control of itching, 
burning and other dermatologic distress. May 
also be applied liberally on skin and 
accessible mucous membranes to prevent pain 
during examination or instrumentation. 


@ Available in a water soluble, 
nonstaining vehicle as 2.5% and 5% 


Xylocaine base in collapsible tubes or wide-mouth jars, 










each containing 35 grams (approx. 1.25 ounces). 


Xylocaine Ointment is now made available at the 
request of many physicians, surgeons, and 
anesthetists who routinely use Xylocaine Solution. 


Astra Pharmaceutical Products, Inc. 
Worcester 6, Massachusetts 


*U. S. Patent No. 2,441,498 








MAXIMUM 





SAFE 


(free from risk of addiction) 


in whatever potency 
each patient may require 


By facilitating the optimal analgesic medication of each patient 
without risk of addiction, PHENAPHEN and PHENAPHEN WITH CODEINE 
have proven their wide range of clinical usefulness — for cases of 
simple headache to many of late cancer. 


True pharmacodynamic synergism enhances the therapeutic poten- 
cy of each of the 4 forms available for discriminating prescription: 


“ 


PHENAPHEN 
— basic non-narcotic formula 


Each brown and white capsule contains: 


Acetylsalicylic acid (2% gr.)........ 162 mg. 
Phenacetin (3 gr.).........sersecsesereess 194 mg. 


Phenobarbital (1% gr.)..........c00-+ 16.2 mg. 
Hyoscyamine sulfate ('/999 gr.)..0.031 mg. 


Phenaphen No. 3 

PHENAPHEN 

with CODEINE PHOSPHATE 1 GR. 

Each black and green capsule: contains: 
The basic phenaphen formula plus 
Codeine phosphate (1 gr.).......... 32.4 mg. 


Phenaphen No. 2 

PHENAPHEN 

with CODEINE PHOSPHATE 1 GR. 

Each black and yellow capsule contains: 
The basic phenaphen formula plus 
Codeine phosphate (% gr.).......... 16.2 mg. 


Phenaphen No. 4 

PHENAPHEN 

with CODEINE PHOSPHATE 1 GR. 

Each green and white capsule contains: 
The basic phenaphen formula plus 
Codeine phosphate (1 gr.)............ 64.8 mg. 


A. H. ROBINS CO., INC. > Richmond 20, Virginia 
Ethical Pharmaceuticals of Merit since 1878 


Phenaphen’ | 
Phenaphen’ wih Codeine | 





‘Robins 
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sexual 


roliteMelateletelite 


benefits 


Ale 


direct 


absorption 


METANDREN LINGUETS 


the most potent oral androgen 


FEMANDREN LINGUETS 


the most potent oral estrogen with the most potent oral androgen 


Buccally or sublingually absorbed tincuets by-pass liver 
inactivation or gastric destruction—are virtually as potent as parenteral 
steroids—provide effective, convenient, low-cost hormone therapy. 


Supply: Metandren Linguets, 5 mg. (white, scored) and 10 mg. 
(yellow, scored). Femandren Linguets (green, scored), each containing 
0.02 mg. ethinyl estradiol and 5 mg. methyltestosterone. 


Metandren® (methyltestosterone U.S.P. cia) 
Femandren® (methyltestosterone with ethinyl estradiol cis) 
Linguets® (tablets for mucosal absorption ciBa) 


C 1 BA Summit,N.J. 
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BREAKFAST? 


Lmorning sickness 


with 


BONADOXIN'™ 


(BRAND OF MECLIZINE HCI, PYRIDOXINE HC! 


RESULTS In 50 patients with nausea and vomiting, 
or Weinberg reports 88° good to excellent results.! 
this In another series, Bonadoxin abolished vomiting 


in 40 of 41 gravida, eliminated nausea in 30 of the 41.2 
new 


COMBINATION _ Each Bonadoxin tablet contains: 
Meclizine HC] . . . . 25 mg. 
Pyridoxine HC] *« . . 50mg. 
Mild cases: One Bonadoxin tablet at bedtime. 
Severe cases: One at bedtime and on arising. 


In bottles of 25, prescription only. 


1. Weinberg, Arthur, and Werner, W. E. E: Bonadoxin, 

a New Effective Oral Therapy for Hyperemesis Gravidarum, 
New York Medical College and Rockaway Beach Hospital, 1954. 
2. Personal communication. 


CHICAGO 11, ILLINOIS 4 * TRADEMARK 
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PRO-BANTHINE® FOR ANTICHOLINERGIC ACTION 


A Combined Neuro-Effector 
and Ganglion Inhibitor 


Pro-Banthine consistently controls gastrointestinal 


hypermotility and spasm and the attendant symptoms. 


Pro-Banthine is an improved anticholinergic 
compound, Its unique pharmacologic proper- 
ties are a decided advance in the control of the 
most common symptoms of smooth muscle spasm 
in all segments of the gastrointestinal tract. 

By controlling excess motility of the gastroin- 
testinal tract, Pro-Banthine has found wide use? 
in the treatment of peptic ulcer, functional diar- 
rheas, regional enteritis and ulcerative colitis. It 





is also valuable in the treatment of pylorospasm 
and spasm of the sphincter of Oddi. 

Roback and Beal? found that Pro-Banthine 
orally was an “inhibitor of spontaneous and his- 
tamine-stimulated gastric secretion’? which “re- 
sulted in marked and prolonged inhibition of the 
motility of the stomach, jejunum, and colon... .” 

Therapy with Pro-Banthine is remarkably free 
from reactions associated with parasympathetic 
inhibition. Dryness of the mouth and blurred 
vision are much less common with Pro-Banthine 
than with other potent anticholinergic agents. 

In Roback and Beal’s? series ‘Side effects were 
almost entirely absent in single doses of 30 or 
40 mg....” 

Pro-Banthine (8-diisopropylaminoethyl xan- 
thene-9-carboxylate methobromide, brand of 
propantheline bromide) is available in three dos- 
age forms: sugar-coated tablets of 15 mg. ; sugar- 
coated tablets of 15 mg. of Pro-Banthine with 15 
mg. of phenobarbital, for use when anxiety and 
tension are complicating factors; ampuls of 30 
mg., for more rapid effects and in instances when 
oral medication is impractical or impossible. 

For the average patient one tablet of Pro- 
Banthine (15 mg.) with each meal and two tablets 
(30 mg.) at bedtime will be adequate. G. D. 
Searle & Co., Research in the Service of Medicine. 





1. Schwartz I. R.; Lehman, E.; Ostrove, R., and Seibel, J. M.: 
Gastroenterology 25:416 (Nov.) 1953. 


2. Roback, R. A., and Beal, J. M.: Gastroenterology 25:24 


(Sept.) 1953. 
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YOUTH IS THE TIME FOR 


YUVRAL 


VITAMINS AND MINERALS CAPSULES LEDERLE 


For the big and important age group between pediatrics and geriatrics, 
Lederle offers YUvRAL Capsules, a new diet supplement. A highly 
potent formula including 11 vitamins, 13 minerals, and Purified In- 
trinsic Factor Concentrate—all in a dry-filled, soft-gelatin capsule with 
no unpleasant aftertaste. 


Among adolescents and young adults, there are many “nutritionally 
starved”’ persons: those with strong dislikes for certain foods, those who 
won't drink milk, young women on self-prescribed diets. Just one 
YUvVRAL Capsule daily assures them of an adequate supply of essential 
vitamins and minerals. 





Each capsule contains lodine (as KI) P 0.15 me 
Vitamin A 5000 USP. Units Boron (a8 Na2B«O7.10H20) 0.1 me 
Vitamin D 100 USP. Unite Copper (as CuO) Ime 
Vitamin B 1 megm Fluorine (as Cak.) O.1 me 
rr B 3 mz Purified Intrinsic Factor Concentrate 0.5 me 
Rit 3 mez Magnesium (a8 MuQ) 1 me 
N 20 ow Manganese (a8 Mn@z) 1 me 
Folie Acid 0.2 me Potassium (a8 KuBO4) 5 me 
Pyridoxine H¢ Be O05 me Zine (48 ZnO) 0.5 me 
(a Pantothenat i me Caletum (as CaHPO),s) 69 me 
Ascorbic Acid (« ) me Phosphorus (as CaH PO4) 53.5 me 
Vitamin b (as tocophery! acetates) 511 Dibasie Calcium Phosphate 236 mez 
Iron (as Fem. 15 me Molybdenum (a8 NaaMoO.4.2Ha) 0.2 me 
ne 
LEDERLE LABORATORIES DIVISION / ) 


, \ 
AMERICAN Cyanamid cauvany Pear! River, New York St 











ume 


Levo-Dromoran Tartrate ‘Roche'...a 

new form of synthetic narcotic... 

usually longer acting than morphine... 
less likely to produce constipation... 
effective in very small doses (2 to 3 mg) 


eeegiven orally or subcutaneously... 


Levo-Dromoran -- brand of levorphan. 








——————EEE————— 

















Fou bunt a@ling 





Nisentil *Roche* usually relieves 
pain within five minutes after 
subcutaneous injection...lasts 
for an average of two hoursSee. 
especially useful for painful 
office and clinic procedures... 


Nisentil Hydrochloride -- brand 


of alphaprodine hydrochloride, 
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Salicylates and cortisone have com- 


plementary action when combined... 


PrLariad nani 


with Smaller doses of each are sufficient to 
a produce a therapeutic response equiv- 
mu | a p | e alent to massive cortisone therapy. 


With smaller doses, side effects are 
absent, thus permitting SALCORT 
therapy over a_ prolonged period. 
THERE ARE NO WITHDRAWAL 
PROBLEMS WITH SALCORT. 


advantages 


Salcort provides safe, dependable re- 
lief in arthritic affections. Early func- 
tional improvement and a sense of well 
being are significant in a large per- 
centage of patients. 


Each tablet contains: 


COPERERO AGBIRIE ..0.05200ccccsescesesesesses 2.5 mg. 

Sodiemvs SAC Ol «.......002.0..ccscnccecosens 0.3. Gm. 

Aluminum Hydroxide Gel, dried....... 0.12 Gm. 

CC FIG nin cicscsecocoecscecaasaeens 60 mg. 
(equivalent to 50 mg. ascorbic acid) 

CP SIND isos 5cccccscscivccsesssecess 60 mg. 


professional literature and sample 
available on request 


THE S. E. MASSENGILL COMPANY 
BRISTOL, TENNESSEE 


SALCURT 
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broad spectrum antibiotic of choice 


— 4 BS > op ©) 6. I 


SQUIBB TETRACYCLINE 





promptly reaches high levels in the urine 


crosses the intact meningeal 
barrier more readily than the other 


broad spectrum antibiotics 


produces higher blood levels than the 


other broad spectrum antibiotics 


less gastrointestinal side effects than 


the other broad spectrum antibiotics 


Minimum adult dose: 250 mg. q.i.d. 
250 mg. capsules, bottles of 16 and 100. 
50 and 100 mg. capsules, bottles of 25 and 100. 


SQUIBB *“STECLIN’ IS A SQUIBB TRADEMARK 
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for patients with painful 








. . Safest of the antirheumatic salicylate-paba combinations 


For these reasons: Salicylism does not oc- 
cur, even with heavy daily requirements. 
Low dosage levels produce high blood 
levels. Acetylsalicylic acid, the most effec- 
tive of the salicylates, is well-tolerated. 
Pabirin is sodium- and potassium-free. It 
offsets salicylate depletion of vitamin C by 
providing a therapeutic amount of 300 mg. 


Pabirin is a preparation. 


Each capsule contains: 


Acetylsalicylic acid 5 gr. 
Para-aminobenzoic acid 5 gr. 
Ascorbic acid 50 mg. 


Average dose: 2 to 3 capsules 3 or 4 times daily. 
Supplied: In bottles of 100, 500 and 1,000 capsules. 


in the average daily dose of six capsules. 
And highly effective... High blood levels 
are promptly reached and sustained due 
to the mutually potentiating action of ace- 
tylsalicylic acid and PABA plus the re- 
tarding effect of PABA on salicylate ex- 
cretion. Rapidly disintegrating capsules 
provide fast absorption and pain relief. 





Pabirin 











Smith-Dorsey * Lincoln, Nebraska * A Division of The Wander Company 
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CONVERTIN 


digetlant tablets 


for efficient absorption 


‘ 
- -4--------->}« 









When your geriatric, dyspeptic, under- 
weight, or gallbladder patient doesn’t re- 
spond to diet, the cause is frequently an 
inability to utilize food. 


CONVERTIN furnishes the dietary catalysts 
necessary for efficient absorption in these 
individuals. 


The specially layered construction of 
CONVERTIN provides selective release of in- 
gredients to assure efficient absorption in 
the stomach and small intestine. 


Each Convertin Tablet provides: 
a sugar-coated outer layer of: 


Betaine Hydrochloride.............::0+0000+0: 130.0 mg. 
( Provides5 minims Diluted Hydrochloric Acid U.S.P.) 
TRI OT sass osccscievseninscscstocesectes 1/600 gr. 
Surrounding an enteric-coated core of: 
ROUND sfonsicc sos cchcescssnceacsteesseunecees 62.5 mg. 
(Equiv. 250 mg. U.S.P.) 
Pimneerpeee RCttcsiccesccnrsescosnorscnssetenises 50.0 mg. 


DOSAGE: One or two tablets with or just after 
meals 


SUPPLIED: In bottles of 84 and 500 tablets. 


B. F. ASCHER & COMPANY, INC. 
Ethical Medicinals 
. 4 KANSAS CITY, MISSOURI 
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“Uleer pain and other symptoms disappear rapidly”’ 
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PRANTAL® 


with outstanding freedom 


from side effects’ 


Individualized therapy of peptic ulcer, pyloro- 
spasm, gastric hyperacidity and hypermotility, 
and chronic hypertrophic gastritis. 


For easily adjusted dosage . PRANTAL Tablets 
For eight hours’ relief 

with single dose... . . PRANTAL REPETABS 
For acute episodes. ..... PRANTAL Injection 


1. Hoffmann, C. R.: Am. Pract. & Digest Treat. 
4:464, 1953. 


2. Riese, J. A.: Am. J. Digest. Dis. 2] :81, 1954. 


PrantTaL® Methylsulfate, brand of diphemanil 
methylsul fate. 


Repetans,® Repeat Action Tablets. 
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Reduces elevated blood cholesterol levels.!: 


Improves hypercholesteremic patients with cardiovascular 
disease and angina and those with postoperative biliary 
dyskinesia, both subjectively and symptomatically.' 


monichol 


Polysorbate 80, Choline, Inositol—the new physio-chemical complex) 


normalizes cholesterol metabolism 


aaa ea IVES-CAMERON COMPANY (Gs 


Literature available. Philadelphia 2, Pa. 

1. Albert, A., and Albert, M.: Teras State J. Med. 
50:814 (Dec.) 1954. 

2. Sherber, D.A., and Levites, M.M.: J.A.M.A. ener 
152:682 (June 20) 1953. 


EMOTIONAL PROBLEMS 


And What You Can Do About Them 


FIRST AID TO WISER LIVING 


By WILLIAM B. TERHUNE, M.D., Medical Director, The Silver Hill Foundation, 
New Canaan, Conn. 





Berore 





after C] 











The book that can be recommended to anyone with emotional difficulties . . . concise, practical, wise, 


dealing with the individual, his family, his friends, his children and his parents. 


Dr. Winfred Overholser says: “I like Dr. Terhune’s book. Unlike some of the recent non-medical publi- 
cations of the Pollyanna variety, it recognizes that people do have problems, but at the same time presents 
possible and practical ways of meeting them. Dr. Terhune writes well and his writings spring from a large 


fund of psychiatric experience and of commonsense.” 


$3.00 at all bookstores, or from 


WILLIAM MORROW AND COMPANY, INC. 


425 FOURTH AVENUE, NEW YORK 16 (Please add 9c sales tax for delivery in N.Y.C.) 


























SULFADIAZINE 











SULFAS 


Meth-Dia-Mer Sulfonamides 


SULFAMETHAZINE SULFAMERAZINE 


unexcelled among sulfa drugs 


for highest potency e wide spectrum 
e safety 
minimal side effects « economy 


Gram for gram, the Triple Sulfas produce and 
maintain higher blood and tissue levels with greater 
safety than any single sulfa. They are equally 
distinguished for their broad effectiveness 
and welcome economy. 


These properties help explain why Triple Sulfas are by 
far the most widely used of all sulfas throughout 
the world, and why their use is increasing daily. 


Triple Sulfas, alone or in combination with certain 
other agents, are available from leading pharmaceutical 
manufacturers under their own brand names. 

This message is presented in their behalf. 


Ask any medical representative about the Triple Sulfa products his company offers! 


> 
AMERICAN Cyanamid COMPANY , FINE CHEMICALS DIVISION, 30 ROCKEFELLER PLAZA, NEW YORK 20, N. Y. 
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PORTRAIT OF A JADED APPETITE... 


When mealtime apathy is part of the clinical picture you see in geriatrics, 


ec TROPHITE’ 


to stimulate appetite in the aged 
Each tablet or teaspoonful (5 cc.) of *Trophite’ supplies: 25 mcg. B\2, 10 mg. By 


Smith, Kline & French Laboratories, Philadelphia 1 
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Upjohn 











Relax 


the nervous, 





tense, 


emotionally unstable: 





TRADEMARK FOR THE UPJOHN BRAND OF RESERPINE 


Each tablet contains: 

RenenpiNe 2. os oss ss 0.1 mg. 
or 0.25 mg. 
or 1.0 mg. 


Supplied: 


Scored tablets 

0.1 and 0.25 mg. in bottles of 100 
and 500 

1.0 mg. in bottles of 100 

The Upjohn Company, Kalamazoo, Michigan 
















Single Tablet 
Combination Therapy 


in Hypertension 


ais a 


Oo wad pS 


GREATER EFFICACY 
FROM SMALLER 
DOSAGE 


RAUWILOID*+ VERILOID 


Indicated in moderately severe hypertension and in cases 


SIDE ACTIONS FEWER not responding to Rauwolfia alone. The combination con- 
taining Rauwiloid 1 mg. and Veriloid 3 mg. permits better 

AND OF LESSENED tolerated doses of Veriloid to exert full hypotensive effect 
NTENS ITY and leads to rapid symptomatic relief, while the contained 


Rauwiloid provides a tranquil sense of well-being. Initial 
dose, 1 tablet t.i.d., p.c. In bottles of 100. 


NO COMPLICATED | : 
DOSAGE SCHEDULES RAUWILOID*+ 


~HEXAMETHONIUM 


When ganglionic blockade is called for in rapidly progress- 


ing, otherwise intractable hypertension, Rauwiloid + Hexa- 
SIMPLER PATIENT methonium (each tablet containing 1*mg. Rauwiloid and 
MANAGEM ENT 250 mg. hexamethonium chloride dihydrate) serves with 


greater efficacy and greater safety. The combination pro- 
vides smoother, less erratic response to hexamethonium and 
permits greatly reduced dosage of the latter drug (up 
50% less). Initial dose, !2 tablet q.i.d. In bottles of 100. 
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migraine... 


CAFERGOT 


Ergotamine tartrate 
1 mg. 
with caffeine 100mg. 


Average Dosage: 2 to 6 tablets 
at onset of the attack 


& Sandoz 


PHARMACEUTICALS 
HANOVER, N. J. 
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esponse...rapid 


GANTRIECEEEEN GJX,/ 


Gantrisin plus Penicillin 





response ... rapid 

a synergistic antibacterial 
combination prompts 

a higher and faster 

rate of therapeutic action 
than obtainable by 


esistance...rare 


either component alone. 


resistance ... rare 
combined therapy of 
sulfonamide plus antibiotic 
minimizes emergence of resistant organisms. 


GANTRICILLIN-300. Each tablet provides 0.5 Gm Gantrisin (the single, highly soluble 
sulfonamide) plus 300,000 units of crystalline penicillin G potassium. 





GANTRICILLIN (100). Each tablet provides 0.5 Gm Gantrisin plus 100,000 units of crystal- 
line penicillin G potassium. 





GANTRICILLIN (acetyl)-200. Each teaspoonful (5 cc) of the cherry-flavored suspension 
provides 0.5 Gm Gantrisin (acetyl) plus 200,000 units of penicillin G potassium. 





GANTRICILLIN® ; GANTRISIN®—brand of sulfisoxazole (3,4-dimethyl-5-sulfanilamido-isoxazole) 


GANTRISIN® (acetyl) —brand of acetyl sulfisoxazole (N:-acetyl-3,4-dimethyl-5-sulfanilamido-isoxazole) 


HOFFMANN-LA ROCHE INC * ROCHE PARK * NUTLEY 10 ®* N. J. 
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Tumor of the left hand. Resection of tumor. Photographs: DAVID LUBIN, Medical Illustration Service 
U.S. V. A. Hospital, Cleveland 30, Ohio 


For pictures like these... 


needle-sharp . . . color-true! 
Ask to see the 
ez, Kodaslide Signet 500 Projector 
©’ Your Kodak photo dealer has it. 


Here are some of the features that make this unit 
a “must.” 






Powerful 500-watt iamp .. . for new color realism. 
Sharp £/3.5 lens... (f/2.8 available). Instantaneous slide 
changing ... through top. Automatic restacking of slides 
Price $72.50. Other Kodaslide Projectors ftet showing. Power cooling with impeller blower. 









from $23.95 to $246. Rigid construction . . . die-cast aluminum body. 
Prices include Federal Tax where applicable and . . 
are subject to change wahout nore, 214Ndy to use... switch, slide-feed both a. 


operated from right side. 


EASTMAN KODAK COMPANY, Medical Division, Rochester 4, N. Y. 


Serving medical progress through 
Photography and Radiography 













HYNSON, 


Baltimore 
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4 S ¥en 5 
H.W. & D. brand of cobra venom with silicic and formic acids. 


ampules 


for the relief of pain 


Bryson' reporting on 466 clinical cases treated 

over a period of five years states that NYLOXIN is 
effective in relieving pain in more than 80% of ambulant 
patients suffering from various forms of arthritis. 


Lumpkin and Firor* reporting on a clinical study 

with NYLOXIN conclude “... the results parallel those 
reported by Bryson . . . the treatment is not 2 ‘cure’ but 
does give substantial relief of symptoms to 

more than 80% of the patients.” 


Detailed information and literature supplied on request. 


1. Bryson, K. D.: American Surgeon, Vol. 20, p. 751, July 1954. 
. Lumpkin, W. R. and Firor, W. M.: American Surgeon, Vol. 
20, p. 756, July 1954. 


to 





WESTCOTT & DUNNING, INC. 





Maryland 











Retropubic 


Analysis of 


PUBLISHED BY 
SOUTHERN 
MEDICAL 
ASSOCIATION 


March, 1955 


Prostatectomy: An 


777 Patients* 


JOSEPH E. MAURER, M.D., and ROBERT LICH, JR., M.D.,7 


Louisville, Ky. 


The authors present a satisfactory experience with the operation of retropubic prostatectomy. 


Tuts ts A REVIEW of 750 patients who have 
undergone conservative retropubic prostatec- 
tomy and of 27 who have had radical retro- 
pubic prostatectomy during the seven-year 
period from 1947 to 1954. The series was in- 
itiated by the late Dr. Owsley Grant follow- 
ing correspondence with Mr. Terence Millin 
of London, and includes a 22-month period 
during which other technics of prostatectomy 
were seldom utilized. Following this initial 
series we have resumed our previous policy 
of using open prostatectomy only in cases olf 
medium to large adenomas or of operable 
carcinoma of the prostate. During the past 
few years numerous authors have reported 
series of 100-300 retropubic operations, and 
this approach seems constantly to be gaining 
in favor. It is felt that an analysis of this 
series of 777 consecutive retropubic operations 
done over a seven-year period is justified. 
Retropubic prostatectomy has been em- 
ployed in our practice to the virtual exclusion 
of other methods of open prostatectomy, and 
we feel that the results justify this attitude. 
Perineal and suprapubic prostatectomy are 
utilized as a part of the resident training 
program. Radical retropubic prostatectomy 
has been employed as a curative procedure 
in cases of operable carcinoma of the prostate. 


Technic 


Exposure of the prostate is attained 


*Read before the Section on Urology, Southern Medical 
Association, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954. 

+From the Section on Urology, University of Louisville 
School of Medicine, Louisville, kv. 


through a transverse suprapubic incision car- 
ried through the skin and rectus fascia. ‘The 
rectus muscles are separated in the midline 
and the hypogastric fascia incised. The empty 
bladder is displaced posteriorly and the an- 
terior prostatic capsule exposed. The veins 
on this surface are doubly ligated and di- 
vided, if large, or disregarded and sutured 
individually if undue bleeding occurs alter 
incision of the capsule. This incision is made 
in a transverse direction approximately 1.5 
cm. distal to the vesicoprostatic junction, 
and divides all layers of the prostatic capsule 
with a single stroke of the knife, exposing the 
bulging adenoma (Fig. 1). The adenoma 
is then separated from the false capsule by 
scissors point dissection, and the urethra is 
severed with the scissors at the apex (Fig. 
2). Enucleation is then casily completed with 
the finger and the adenoma _ delivered 
through the capsular incision into the wound, 
being attached only to the bladder by a 
mucosal cuff. This cuff is cut and the pros- 
tatic arteries located and ligated with figure 
of eight sutures (Fig. 3). Remaining small 
bleeding points are fulgurated, but we rely 
on suture ligation for hemostasis of all but 
minor bleeding vessels. Posterior wedge re- 
section of the vesical neck is now done if 
necessary, that is if the neck will not admit 
two fingers easily or where there is an eleva- 
tion of the posterior vesical neck. A catheter 
is introduced through the urethra into the 
bladder and the capsular incision closed with 
a continuous suture which provides hemo- 














FIG. | 


Dividing prostatic capsule. 


FIG. 2 


Freeing adenoma from capsule. 


FIG. 3 


Ligating prostatic 











arteries. 
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stasis and water-tight integrity (Fig. 4). The 
wound is closed in layers around a Penrose 
drain which is removed on the third post- 
operative day; the catheter is removed on the 
fourth. 

In performing radical retropubic prostate: 
tomy the anterior and lateral surfaces of the 
capsule are exposed in the same manner. The 
puboprostatic ligament is delineated and a 
ligature secured around it. This ligature is 
placed anterior to the urethra which is 
demonstrable by a sound or catheter passed 
through the urethra. The puboprostatic liga- 
ment is then severed cephalad to this liga- 
ture. The membranous urethra is cut through 


FIG. « 





Closing prostatic capsule. 


FIG. 5 





Dividing urethra for radical retropubic prostatectomy 
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just distal to the prostatic apex, a maneuver 
simplified by making traction on the prostate 
in a cephalad direction, elongating the mem- 
branous urethra (Fig. 5). The prostate with 
its intact capsule is turned anteriorly, readily 
separating it from the rectum. The seminal 
vesicles are now exposed and dissected free 
from the bladder base (Fig. 6). The branch 
of the genitovesical artery which courses to 
the medial aspect of the vas deferens is ligated 
and divided, along with the vas deferens, 
freeing the seminal vesicles from their at- 
tachments except to the prostate. The intact 
prostate, capsule, seminal vesicles and am- 
pullas are remeved en bloc by cutting the 
specimen free from the vesical neck (Fig. 
7). After suturing the few bleeding points 
in the cut edge of the vesical neck, the urethra 


FIG. 6 





Freeing seminal vesicles. 


FIG. 7 





Freeing intact specimen from vesical neck. 
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and vesical neck are anastomosed around a 
No. 22 Fr. Foley catheter, as shown in figure 
8. The wound is closed in layers around a 
Penrose drain which is removed on the sixth 
day. The catheter is removed on the eighth 
postoperative day. We have never found su- 
prapubic cystotomy drainage necessary or use- 
ful in connection with this operation. 


Complications 


the mortality rate was 1.5 per cent (12 
deaths) in the conservative series, and no 
deaths were experienced in the group of 27 
patients subjected to radical operation (Table 
1). All deaths except one occurred within 
14 days following surgery. The cause of death 
was Classified as cardiac in six instances (myo- 


FIG. 8 





Anastomosis of urethra to vesical neck. 


TABLE 1 


COMPLICATIONS ENCOUNTERED IN 777 RETROPUBIC 
OPERATIONS 
RETROPUBIC PROSTATECTOMY 


750 27 

Conservative Radical 

Per Cent Per Cent 
Mortality 15 0 
Wound infection 5.2 0 
Osteitis pubis 0.6 0 
Secondary hemorrhage 13 0 

TABLE 2 


ANALYSIS OF 777 RETROPUBIC OPERATIONS 
RETROPUBIC PROSTATECTOMY 


750 27 
Conservative Radical 
Total hospital days 12.4 17 
Postoperative hospital days 11.7 14 
Postoperative catheter davs 5.2 8 
Transfusion index 8.1% 100% 
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cardial infarction or cardiac failure), as pul- 
monary embolism in two patients, and as 
cerebral vascular accident, uremia, broncho- 
pneumonia, and perivesical sepsis in one each. 

Wound infection was interpreted to mean 
any infection of the operative site which was 
clinically apparent or which prolonged the 
hospital stay. Wound infection has rarely 
been of serious consequence. Some infection 
of the wound occurred in 5.2 per cent (39 
patients). Most of these were minimal in- 
fections which responded promptly to treat- 
ment. 


Osteitis pubis has been reported as occur- 
ring in a very variable degree ranging from 
0 to 17 per cent. The cause remains un- 
known. This complication occurred in five 
patients (0.6 per cent), and only two patients 
had severe or prolonged symptoms. Millin, 
in reporting 1,100 cases of retropubic prosta- 
tectomy, mentions nine instances (0.8 per 
cent) of osteitis pubis. 


Secondary hemorrhage, as used herein, has 
reference to hemorrhage occurring after the 
initial period of postoperative bleeding has 
subsided; i.e., hemorrhage of sufficient de- 
gree to demand operative intervention. Ten 
patients (1.3 per cent) had this complication 
and in all but two it was controlled by trans- 
urethral fulguration of the bleeding vessel. 
In two instances reopening of the wound and 
packing of the prostatic fossa was necessary 
and elfective. The transfusion index of 8.1 
per cent is an indication of the effective hemo- 
Stasis attained. 


Results 


The statistical results obtained in this se- 
ries are tabulated in table 2. It will be noted 
that the radical group remained in the hos- 
pital longer and had a transfusion index of 
100° per cent. The postoperative course of 
those patients undergoing radical retropubic 
prostatectomy was clinically as smooth as that 
of the other group and no hospital compli- 
cations or mortality occurred in this series 
ot 27 patients. (A transfusion was routinely 
given during the radical surgery, but the 
operative blood loss was not great and shock 
was never a lactor. It is too soon to evaluate 
the late results in these patients with oper- 
able carcinoma of the prostate, however, only 
three patients have to date shown evidence 
of recurrence of their carcinoma. All 27 pa- 
tients are still living. The follow-up period 
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extends from five months to seven years. One 
patient has urinary incontinence, which, al 
though of the stress variety, is annoying 
enough to warrant his wearing a clamp. A 
few of the others had a temporary interval 
ot leakage lasting from one to 14 days follow- 
ing removal of the catheter. It is our impres 
sion that incontinence is much less often en- 
countered following this operation than 
previously seen when we employed radical 
perineal prostatectomy. Further follow-up will 
be necessary to ascertain the late results and 
therefore the proper place of radical retro- 
pubic prostatectomy in the armentarium of 
the modern urologist. 
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Discussion (Abstract 

Dr. Lawrence P. Thackston, Orangeburg, 8. C. This 
operative procedure has been so well delineated by 
Dr. Maurer that there is little I can add. Our ex- 
perience with the procedure has been very happy. 
We have gotten a feeling of security in the manage- 
ment of prostatic surgery since we have perfected our 
technic. I stil! believe that there is a tendency to 
minimize the care one must exercise in this operative 
procedure. The procedure must be done carefully 
and I do not feel it is the simple procedure some 
would have us think. 
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Our technic is approximately as described. The 
use of sutures to control the bleeding is a very neces- 
sary thing. We use a double bag postoperatively, with 
the bag in the prostatic cavity being left distended 
for four hours and the one in the bladder for several 
days. 


I note that Dr. Maurer leaves the catheter in a little 
longer than Dr. Millin first advocated. We find that 
to be best in our series. We leave the catheters in 
for five to six days. The balloon in the prostatic fossa 
is deflated within four hours. 

In summary, this procedure is a_ splendid one, 
which takes careful technic, but is a rewarding one. 

The removal of a V-section from the lower seg- 
ment of the bladder sphincter following the enuclea- 
tion of the adenoma has been very important. At 
the beginning of our series we had to go back in 
about 35 or 40 cases and take this section out. 
Another point I would like to stress is the fact that 
when pvuria extends beyond the usual period, and 
when the patient is not voiding normally, he should 
be given the benefit of a cystoscopic examination. 
It is surprising how a small sweep of the resectoscope, 
removing a very small piece of tissue, can give a 
beautiful result where we had an indifferent one. 

Dr. Maurer and Dr, Lich have done splendid work 
in this particular field. 

Dr. James 8. Boren, Houston, Tex. I would like 
to ask Dr. Maurer just what method he uses in his 
choice of cases for radical retropubic. 1 wonder, spe- 
cifically, if he obtains biopsy prior to a_ radical 
retropubic operation. 

Dr. Lytle Atherton, Louisville, Ky. 1 would like 
to thank Dr. Maurer and Dr. Lich for this statistical 
report. I should like to show two or three slides 
showing our technic, a modification of Millin’s origi- 
nal technic, which I think has proven quite satis- 
factory. , 

Having been a _ perineal prostatectomy enthusiast 
before Millin came along with his retropubic opera- 
tion, I was unable to use the technical procedures 
advocated. Having been a_ perineal prostatectomist 
I merely turned my operative procedure upside down, 
and, not knowing exactly how to treat the capsule, 
I put sutures through the bladder neck at the nine, 
twelve and three o'clock positions and pulled the blad- 
der neck down into the apex of the prostatic capsule, 
brought the sutures out and transfixed them. This 
is a more or less telescoping effect. You can read- 
ily see that in so doing we shorten the eroded 
area from which the prostate came. There is a very 
short space between the bladder and the urethra, and 
the bleeding postoperatively was considerably less. The 
catheter was usually removed on about the third 
day, and in most instances the patient left the hos- 
pital in about seven or eight days. 

For the radical prostatectomy the bladder neck there 
goes up into the prostatic capsule. I close the cap- 
sule as shown here. This doubles the closure for 
water leakage and patients have little subpubic drain- 
age. 

We sometimes dwell on the difficulties of anasto- 
mosing through the membranes of the urethra. 
Frankly, I can say that the first time I tried to 
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sew the bladder back to the stump of the urethra, it 
tore out several times and I finally decided to place 
a 30 cc. bag catheter into the bladder trans- 
urethrally, blew it up and pulled it down and main- 
tained traction. However, following this I had about 
10 days of anxiety and I began to figure out some 
way this thing could be done in a simpler manner, 
and so I came to this procedure. (Slide) 

You will note that we have next to the bladder 
opening two long traction or transfixation sutures, 
and they are fastened to a long, straight needle, 
passed through the urogenital diaphragm, and _ that 
they emerge on the peroneum on either side of the 
buibar urethra. The catheter is placed into the blad 
der, the sutures are drawn tight— (Slide) and_ this 
is the end result. There is no necessity for keeping 
traction on the catheter. Within five or six hours, 
the urine is perfectly clear. Within 24 hours there 
is no leakage of blood from the suprapubic or the 
blood drain. The catheter is left in place for about 
10 days. The little wads you see there under the 
scrotum are the two sutures that are brought together 
and tied over a piece of gauze, and they are likewise 
cut at the end of 10 days. 

As regards incontinence, we have done 51 cases in 
the last six vears; 41 have complete or good control. 
Control was usually obtained within seven days after 
the catheter was taken out. We had one patient who 
did not gain control until 180 days. Two patients 
have rather marked stress incontinence. We have two 
others who use a clamp. Two in the series of 51 
patients are dead, one from uremia and one from 
a cerebral accident. 

I merely show these cases for your consideration 
and I assure you that you will be able to do this 
procedure just about as quickly as you will the 
simple retropubic prostatectomy. 


Dr. Maurer (closing). We feel a patient should 
have a life expectancy of probably greater than five 
years before one should consider radical surgery for 
cancer of the prostate. That criterion having been 
met, we believe it should be a freely movable gland 
without the patient being under anesthesia. I think 
a gland that one can move under anesthesia but 
cannot move very readily without anesthesia is prob- 
ably not curable. Further, the patient should meet the 
standards of operability in regard to absence of dis- 
tant metastases, i.e., a negative skeletal survey and a 
serum acid phosphatase level of less than five Bodan- 
sky units. 

The diagnostic problem usually exists in a patient 
presenting a solitary, asymptomatic nodule in the 
prostate on rectal examination. We have utilized 
needle biopsy in these cases. If the biopsy is positive 
for carcinoma, there is no problem; if it is negative, 
cancer is not necessarily ruled out. The recent work 
of Perry Hudson shows that one can biopsy a nodule 
perineally and find no carcinoma, and biopsy in 
another place in the gland and find carcinoma. I 
think that is a very important point and it empha- 
sizes that the accurate early diagnosis of cancer of 
the prostate has not yet been absolutely achieved. 
We do not advocate radical prostatectomy without 


positive biopsy proof of cancer. 
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Recent Trends 


in Surgical ‘Technic’ 


GUY W. HORSLEY, M.D., and J. SHELTON HORSLEY III, M.D., 


Richmond, Va. 


With advances in preoperative and postoperative care, especially through 
the use of antibiotics, newer and more satisfactory technics in surgery of the 
colon are permissible with remarkably low mortality rates. 


THE EXCFLLENT results obtained now in colon 
surgery are in such strong contrast to those 
of the twenties and thirties that a review of 
the change in treatment and operative proce- 
dures seems worthwhile. Since the average 
operative mortality rate in colon surgery two 
decades ago ranged from 15 to 20 per cent, 
there is small wonder that various and sundry 
methods were being used to lower this fright- 
ening death rate. 

The majority of these deaths were a direct 
result of peritonitis, and in seeking to prevent 
this infection many different operative pro- 
cedures were developed. All types of obstruc- 
tive resections were tried along with aseptic 
anastomoses with some improvement in the 
end results but still there remained a mor- 
tality and morbidity far too high. 


Preliminary Cecostomy or Colostomy 


Immediately before the advent of sul- 
fonamides and antibiotics, a preliminary cecos- 
tomy or colostomy was the routine procedure 
before colon resections, usually being done 
a week or two preceding the resection. The 
colostomy was not a tube colostomy but one 
that would completely relieve the distal bowel 
of any function. While this necessitated three 
operations, namely, colostomy, resection, and 
closure of colostomy, it did cut the operative 
mortality down to a justifiable risk. 

The procedure of preliminary or associated 
colostomy was practiced in the military service 
during World War II on cases with injury 
of the colon or resection and undoubtedly 
saved many, many lives. This procedure is 
still good surgery in certain cases of trau- 





*Read in Section on Surgery, Southern Medical Association, 
Forty-Eighth Annual Meeting, St. Louis, Mo., November 8-11, 
1954. 


matic injury to the large bowel, especially 
if the perforation or laceration is below the 
peritoneal surface. A preliminary colostomy 
before an elective resection is now rare, being 
only appropriate in certain traumatic cases 
and in those cases of obstruction that cannot 
be relieved by intubation and suction. 

If a colostomy or cecostomy is to be used, 
it should be one which eliminates function 
for only in this way can the bowel be properly 
prepared. A tube cecostomy is of little value. 

Fortunately this preliminary operation is 
now seldom necessary or used. Nor is the 
technic of aseptic anastomosis indicated. Since 
1946 we have not done any closed anastomoses 
and very few preliminary colostomies. If a 
preliminary operation to eliminate bowel 
function is necessary, we prefer a cecostomy 
to a colostomy if later resection is to be con- 
sidered. If the condition is inoperable and the 
colostomy is to be permanent, then the lower 
the opening is placed in the bowel the better. 

A cecostomy is preferred over a transverse 
colostomy for several reasons: 

(1) It is further from the operative field. 

(2) At the time of resection, it will not limit 
the amount of bowel to be resected. 

(3) It is more readily closed and is less 
likely to produce later obstruction. 


Preoperative Preparation 


Proper preparation of the patient for opera- 
tion is equally as important as the actual per- 
formance of the operation. We are not better 
technicians now than we were in the nineteen- 
twenties but our results are much better and 
the mortality rate only one-tenth as high. 
This is largely because we place the patient 
in the best physiological condition possible 
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before operation, and maintain this state not 
only during the operation but also in the 
postoperative period. 

In preparing the patient for colon surgery, 
in addition to the routine history, physical, 
and laboratory work, special attention should 
be paid to the local preparation of the bowel. 
Needless to say, the cardiovascular system 
should be in optimum condition and the 
patient on a well-balanced, low residue diet 
for several days. 

We prefer to prepare the patient with a 
sulfonamide using sulfathaladine for most 
cases. The sterilization may not be as com- 
plete or as rapid as that obtained with anti- 
biotics but it has many advantages which 
we believe outweigh its disadvantages. While 
many of the antibiotics will sterilize the 
bowel more rapidly, that is in from 24 to 48 
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hours (and it takes three to five days for 
maximum therapeutic value with the sul- 
fonamides), one will frequently encounter pa- 
tients who become sensitive to the antibiotics 
used and who develop a colitis, proctitis, or 
other type of sensitivity. This is true of all 
antibiotics on the market to date, the claims 
of the detail men not withstanding. Further- 
more, the bacteria of the colon seem to develop 
resistance to the antibiotics thereby losing 
their “authority” in the postoperative period 
if they were used preoperatively. 

After preparing the patient with the sul- 
fonamides and correcting any difficulty in 
the blood picture and electrolytes, the opera- 
tion can be very safely and adequately done. 
The night before or on the day of operation, 
the patient is usually started on penicillin 
along with one of the broad spectum anti- 


FIG. 1 
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(A) Resection of cecum or ascending colon. Sites of division of bowel are marked by dotted lines. (B) The lesion has been 
removed, and ends of bowel approximated, Outer row of (catgut) sutures have been placed in posterior walls of bowel. 
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biotics. These are maintained for several days 
in the postoperative period. By following this 
routine we feel that there is little possibility 
of the patient either becoming sensitive o1 
allergic, or the flora becoming resistant to 
the medication. Since using this regime, 
which was begun in 1946, we have had only 
one death from peritonitis. This death was 
not due to the inefficiency of sulfonamide o1 
antibiotics but from a leakage in the suture 
line because the anastomosis was done in the 
presence of edema and congestion of bowel 
obstruction. Looking back on this case, if a 
preliminary decompression had been done and 
the anastomosis performed several days aftet 
the obstruction had been relieved, there is 
every reason to believe the anastomosis would 
not have leaked. 


Technic of Operation 


The technic used for resection and anas- 
tomosis is essentially the same as that rou- 
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tinely employed after a preliminary cecos- 
tomy, namely an open end-to-end anastomosis. 
For the average bowel resection in either the 
large or small bowel, we see no reason nor 
rationale for a_ side-to-side or end-to-side 
anastomosis. These simply entail more su- 
turing, more suture lines and have no ad- 
vantage over the simple end-to-end suture. To 
be sure, quite frequently one finds a differ- 
ence in the size of the lumen of the two ends 
of the bowel. This can readily be remedied 
by making an anti-mesentery slit in the 
smaller end. Then the two ends are united 
easily and equally without any danger of 
obstruction. 

At one time it was customary to suture 
the bowel over a Murphy button or a large 
drain tube to insure an adequate lumen at 
the site of the anastomosis, but this has gen- 
erally been discontinued and is not at all 
necessary in dealing with the normal bowel 
in an adult. On the other hand suturing over 


FIG. 2 





(C) The clamps have been removed and the “dorsal slit” 
the anastomosis. 


made in small bowel. (D) and (FE) show stages of completing 
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a catheter or tube in the infant or small child 
is often not only justified but imperative if 
a satisfactory lumen is to be maintained dur- 
ing the immediate postoperative days. An en- 
terostomy, cecostomy or colostomy at the time 
of resection should never be necessary because 
of a possible temporary obstruction at the 
suture line. 

For the resection, a spot well above, and 
one well below, the lesion is selected and the 
mesentery to this area doubly clamped and 
divided between the clamps. Of course, if the 
lesion is malignant, the mesentery and all of 
the involved nodes are resected en bloc with 
the original lesion. 

After the resection has been completed the 
ends of the bowels are approximated and if 
any tension on these ends is apparent it is 
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relieved. The clamps on the bowel ends are 
removed and the bowel lumen cleansed with 
a small, moist piece of gauze. This is to 
mechanically remove any bowel content which 
may be present. Rubber bands or soft-bladed 
clamps may or may not be placed a short 
distance from the bowel ends, depending upon 
the condition of the bowel and the site of 
the anastomosis. 

For years we have reversed the usual and 
customary use of sutures by using a non- 
absorbable suture in the mucosa or inner 
suture line and an absorbable suture in the 
serosa or outer suture line. We think this 
the most logical procedure and it has been 
substantiated by both experimental and clini- 
cal experience. 

It is known that the inner stitch, which is 


FIG. 3 
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(A) and (B) Technic of resection of transverse colon. The inner row of silk suture is shown, 
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FIG. 4 









INNER ROW OF 
SUTURES, ANT. 


sce OUTER ROW +} 


OF SUTURES 


(C) and (D) Completion of anastomosis of transverse colon. 


FIG. 5 








LarTay 

Technic for anterior resection of lower sigmoid or upper The two sutures have been tied which approximates the 
rectum. The growth has been removed, ends of bowel posterior edge of both upper and lower segments. Three 
cleansed and two long retractor sutures of silk have been other sutures are placed in anterior edge of lower stump 


placed. to hold the bowel lumen open. 
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mucosal and hemostatic, sloughs into the 
bowel lumen whether it be cotton, silk or 
catgut. This stitch is exposed to the bowel 
content, and if catgut is used it will swell 
rather quickly and bleeding is likely to oc- 
cur than if a non-absorbable suture is em- 
ployed. On the other hand the outer suture 
does not slough into the lumen but either 
remains or is absorbed depending upon its 
texture. 

Catgut in the outer layer will approximate 
the serosal coats and eventually become ab- 
sorbed, but if silk or cotton are used they 
persist, and are more likely to produce a small 
fistula or abscess for, no matter how careful 
the operator may be, some of the sutures 
will inadvertently pass through the mucosa 
and thus become contaminated. They are in 
the outer or serosal layer and will not be 
sloughed through the lumen of the bowel. 
Therefore, fistulas and abscesses are more fre- 
quent from this type of anastomosis. 


Neither time nor space permit a detailed 


FIG. 7 





Posterior margins are next sutured, and this suture con- 
tinued around the bowel. 
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description or discussion of resection or 
anastomosis of various sites of the large bowel, 
but suffice it to say that we advocate end-to- 
end anastomosis of the bowel in all of its 
seginents, whether it be terminal ileum to 
transverse colon, or colon to colon. 

In regard to anterior resection of the lower 
sigmoid and upper rectum, we think it has 
a definite place in cancer of the lower large 
bowel. We feel that we can do an adequate 
resection and satisfactory anastomosis on all 
cases that do not require an abdominal 
perineal resection. Our experience with the 
“pull through” procedure is that if the lesion 
is high enough above the anus to preserve 
the sphincter, we can anastomose the bowel 
from above, preserve the sphincter and not 
traumatize it with perineal manipulation. If 
the lesion is so low that an anterior resection 
cannot be done it is thought best to do an 
abdominal colostomy and an _ abdominal 
perineal resection. The figures illustrate the 
technic as described. 


FIG. 8 





The suture is only pulled from the inside so the edges of 
the mucosa are inverted. The three interrupted sutures are 
passed through the anterior part of the upper segment. 
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In the last consecutive 120 cases of large 
bowel resection for cancer of the bowel, we 
have followed this outlined routine and have 
had only two deaths, a mortality rate of 1.66 
per cent. One case, previously mentioned, died 
from peritonitis because of leakage at the site 
of anastomosis and the other came from in- 
testinal obstruction of the small bowel. There 
have been no cases in this series in which 
fecal fistulas have developed. 


Summary 


\ discussion of large bowel surgery is given 
showing the great strides made in the pre- 
and postoperative care of these patients with 
concomitant reduction in mortality and mor- 
bidity 


The more intricate and complicated aseptic 
technics have given way to open end-to-end 
anastomoses. Nonabsorbable sutures are pret- 
erable tor the inner or mucosal lavers and 
absorbable ones for the outer or serosal laver. 


Discussion (Abstract 
Dr. Edgar Bolin 


g g. Atlanta, Ga. Dr. Horslev and I 


are good friends and he has given me permission to 
disagree with him if I see fit. I will mention one 
point on which we differ. Most of vou know I have 
been on record for the use of Chloromvcetin: I have 

i 


used it for the past five vears. For a while we had the 


storm about aplastic anemia, but we have ridden that 
out. I do use sulfonamides for five to seven davs 
preoperatively just as he does. We put the patients on 
Chloromycetin for the two days in the hospital and 
they stay on that throughout the rest of the time. 
Phe night before operation Dr. Horsley uses penicillin 
and one of the broad spectrum antibiotics. 


One advantage of Chloromycetin is that we have 
not seen a case of colitis and proctitis which may 
occur. Last vear Dr. Butler of St. Petersburg reported 
at this meeting a fatality from an enteritis and colitis 
caused by Staphylococcus aureus, and this organism 
was sensitive to Chloromycetin. This may be the 
reason we have not seen this complication. 


We use a double laver of suture material also but 
in the reverse, the non-absorbable on the mucosal side 
and the absorbable on the serosa. Possibly it does 
not make much difference which wavy it is done as 
long as the ends are approximated 


4s described in his book, Dr. Horsley approximates 
the mesentery, a particularly valuable point where 
the mesentery is thick and fat 


Rather than sewing 
it, he 


puts clamps on each side and ties them to 
Particularly in a great, fat mesentery if the 
suturing is begun from the bottom and up to the 
bowel, one often gets into bleeding which is difficult 
to control, or a hematoma may form in the mesentery 
Dr. Horslev'’s technic is invaluable here 


gether 


I agree in selecting a spot well above and well 


below the lesion. But then what is one going to do, 


MARCH 1955 


an anterior or low anterior section, or a pull-through, 
or better still probably an abdominal perineal type 
of operation. The majority of cases, I am sure, are 
done by the abdominal perineal attack. 

I believe the low anterior resections are dangerous 
because too frequently we think we have gotten low 
enough and have not. I have two cases in the hospital 
now as illustrations of this error requiring an abdomi- 
nal perineal operation later. 

I showed in a slide an adenocarcinoma or so-called 
villus tumor of the rectum. The lesion was high 
enough to do a pull-through but too low for an 
anterior resection. To take out all of the rectum and 
mesentery and do a pull-through is a more radical 
procedure than a low anterior resection. But if you 
wish to do an abdominal perineal operation I will 
not disagree. This slide shows a typical lesion for an 
abdominal perineal type of operation. Certainly not 
one for a pull-through or a low anterior resection. 

This slide shows another capillary adenocarcinoma 
or villus tumor for a_pull-through. These lesions 
are low in the rectum, of low-grade malignancy, and 
one can safely do a pull-through in these cases. They 
are rather rare; I have had five. Two of them are 
five vears, one three years, one only six months post- 
operatively. There was another one on whom I did 
an abdominal perineal operation but wish I had 
done a pull-through. That operation allows the pa- 
tients to sit on a commode and take an enema instead 
of having an abdominal colostomy. But I am _ not 
fearful of doing an abdominal perineal operation. 
If there is any question, I do it rather than do either 
one of the other two procedures. 


Dr. Claude Hunt, Kansas City, Mo. The presenta- 
tion was a very excellent one. If one does a primary 
section and anastomosis certain criteria must be ob- 
served. First, there should be no obstruction. In one 
of the cases there evidently was a small degree of 
chronic obstruction because Dr. Horsley mentioned 
edema of the proximal segment where anastomosis 
was done and from which there was a leak. Where 
there is any degree of obstruction primary section and 
anastomosis is a dangerous procedure, especially if 
there is some edema and hypertrophy of the proximal! 
segment. Then it is a treacherous procedure to do an 
end-to-end anastomosis. 

I think in all instances where there is a chronic 
obstruction or where there is acute obstruction, the 
primary lesion should be attacked secondarily, and 
should be preceded by a decompression of the colon. 
This is contrary to our approach to small bowel ob 
struction where we attack the obstructing lesion pri- 
marily. In colon surgery it is very hazardous to do 
this, and therefore it is imperative that a decompres 
sion of the proximal colon is done. 


As to the best site for decompression, I am = an 
advocate of cecostomy in preference to a right colon 
colostomy. I advocate that because if one does a right 
colon colostomy it is a hazardous procedure from 
the standpoint of doing a definitive wide resection 
of the left colon. If one wishes to do a complete left 
colectomy and the right colon is fixed to the abdomi 
nal wall for a colostomy, one is handicapped in mak 


ing an adequate approximation of the transverse colon 
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to the lower segment of the bowel without tension. 
It is an essential feature of primary resection and 
anastomosis that the bowel approximate itself without 
tension, and that we do an open operation whereby 
we can place all our sutures under direct vision. 
With cecostomy one does not have this hazard. 
\ cecostomy should be a = surface cecostomy, just 
exactly as one does a colostomy. The stoma should 
be on the surtace of the abdomen through which 
one can pass a colon tube for irrigation of the bowel. 


Most obstructions of the left colon are not entirely 
due to the neoplasm itself. Edema finally culminates 
in complete obstruction. Decompression of the proxi- 
mal bowel permits the edema to subside, and gives 
some patency to the left colon so that the bowel can 
be irrigated through the cecostomy and through the 
rectum for cleansing. 

In the October issue of American Surgeon I pre- 
sented my views upon cecostomy versus colostomy of 
the transverse colon for acute obstruction. I illustrated 
the method by which we do a decompression of the 
colon by cecostomy. This is nothing but a_ cecal 
fistula. One places the first ring around a distended 
cecum and fixes it to the parietal peritoneum. This 
provides a tube sticking into the cecum, a vent for 
the escape of gas. With a cecal fistula one cannot 
irrigate the colon and clean it. 

If the cecum is distended it is decompressed by 
a needle puncture. With decompression the bowel 
wall thickens and has tensile strength. Often it is so 
distended it is just as thin as paper, but after decom- 
pression the bowel wall regains tensile strength. Then 
one can grasp it with this clamp which has a hole 
in the center, With the clamp on, the cecum is elevated 
and the abdominal wall is completely closed, skin 
and all, before the cecum is opened. With the abdomi 
nal wall completely closed the opening of the cecum 
is extra-abdominal, extra-peritoneal, and the danger 
of getting contamination is so far remote that it is 
almost nil. 
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This little projection or cone of bowel protrudes 
through this hole in the clamp. Into this hole and 
into the bowel one inserts a catheter which is an- 
chored by a suture. This gives a vent for gas. It is 
extraperitoneal, and after the clamp is off one has 
a stoma comparable to the stoma of a right colon 
colostomy, permitting irrigation of the bowel. 

The closure of a cecostomy is a very simple pro 
cedure. Many times it shrinks back after a few weeks 
so there is only a small opening. The closure is 
indeed simple, while the closure of a transverse colos- 
tomy, if it is complete, necessitates an end-to-end 
anastomosis and sometimes there is a relative degree 
of swelling with a backing up of gas in the cecum 
affording the occasion for a leak at the site of the 
closed colostomy. 

Dr. Horsley (closing). Dr. Boling spoke of Chloro- 
mvcetin. We used it for some time and unfortunately 
had two cases in which colitis occurred. So we went 
back to sulfonamides. 

| thoroughly agree with Dr. Hunt in what he said 
about cecostomy. I tried to bring out that point, 
stating there were three main reasons ‘or doing 
a cecostomy in the first place. It is on the right 
side of the abdomen and away from the _ incision 
for a definitive operation. Secondly, it is much more 
easily closed. And if one finds it necessary to resect 
more of the bowel than thought originally, one 
is not limited in the amount of bowel to be resected. 

I stated there was one patient who died because 
of an error in my judgment. We should not have 
done an end-to-end anastomosis at that time. It was 
early in 1946 and we thought possibly we could 
defy our old teaching and do an anastomosis with 
the aid of antibiotics in the presence of obstruction. 
It was certainly a false premise. If obstruction is 
present, the preliminary cecostomy should be done. 
If a cecestomy is done, it should be one, as I stated 
in the paper, permitting cecum to be brought up 
well above the skin margin for irrigation and not 
just a tube cecostomy. 
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Control of Urinary Incontinence 


in the Male 


BASIL A. HAYES, M.D., Oklahoma City, Okla. 


Success in the control of urinary incontinence with an old but 


unused operation is described by the author. 


HInMAN has described incontinence unde1 
four headings. First, essential incontinence o1 
that form of involuntary micturition which 
occurs with a normal structure of the bladder 
and sphincters. Second, paradoxical incontt- 
nence as is seen in cases of cord bladder where- 
in the bladder fills up to a certain point and 
empties involuntarily. Third, false imconti- 
nence in which there is loss of urine under 
conditions of stress, excitement, severe blad- 
der irritability and, finally, true incontinence 
which gives rise to a constant urinary leakage 
due to permanent dysfunction or defect ot 
the bladder or the sphincters. The purpose ot 
this paper is to discuss principally the last 
one of these classifications, true incontinence, 
and to point out a method of repair which has 
worked well in our hands for the past 25 years. 
In our judgment it is superior to anything 
else which has been proposed and we feel 
that it is worthwhile to present our experi- 
ence with it. 


Causes of Incontinence 


It goes without saying that any case ol 
urinary incontinence presenting itself to the 
physician should be given a complete and 
careful urological examination. If no lesion 
is found and if the bladder and sphincters 
are normal, the case would naturally fall 
under the heading of a functional inconti- 
nence and would be more properly treated by 
hygienic, dietetic and educa- 
tional methods of treatment than by urologic 
procedures. On the other hand if a urological 
lesion is found and properly treated the pa- 
tient will receive much benefit or even be 
cured completely. For example, in cord blad- 
der it has been well demonstrated that trans- 
urethral resection of obstructions in the blad- 


psychologic, 


*Read before the Section on Urology, Southern Medical 
Association, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954 


der neck will allow the bladder to empty 
better and will, in most instances, restore the 
patient to a state where he can voluntarily 
empty his bladder at will. The same is true 
of children who have congenital valves of the 
urethra producing a partial obstruction with 
later distention of the bladder and constant 
dribbling. Getting rid of the obstruction in 
most instances cures the child. 


We have seen instances of false inconti- 
nence due to pressure on the urethra by a 
truss, by a large hydrocele or hernia. The in- 
continence was promptly improved by re- 
moving the pressure. Marked irritability of 
the bladder such as is seen in tuberculosis 
causes a false incontinence, due not only to 
the irritability of the bladder but to loss of 
capacity. A remarkable improvement is some- 
times seen when modern methods of treat- 
ment are used, such as the administration of 
streptomycin and isonicotinic acid. In elusive 
ulcer the systematic instillation of silver ni- 
trate produces great benefit and gradual dila- 
tation of the bladder will again restore the 
patient to a condition of reasonable comfort 
and safety. 

False incontinence of varying degrees is not 
uncommon following prostatic operations of 
today and in many instances is entirely due 
to urethral strictures. Up to 1930 it was gen- 
erally recognized that perineal prostatectomy 
might result in incontinence. This was not 
true of suprapubic operations and I do not 
recall any cases of incontinence following this 
procedure until we began leaving a catheter 
in the urethra. With transurethral operations 
we have frequently seen postoperative in- 
continence of variable duration, and now it 
also appears with both retropubic and supra- 
pubic procedures, the percentage being about 
the same in all three groups. Since in the old 
suprapubic operation we left no urethral 
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catheter in place, and since in all subsequent 
types of operations retention catheters have 
been used for variable periods of time, it 
brings up the thought that the catheter may 
play a part in causing the incontinence. This 
thought is further strengthened when we find 
that many patients suffering from postopera- 
tive incontinence have strictures which re- 
quire follow-up dilatations and urinary anti- 
septics. The most common location of the 
stricture is at or near the urethral meatus 
though in some it may be farther back. We 
dilate the strictures, make the patients stop 
wearing urinals and insist that they rely on a 
folded towel inside their clothing. By leaving 
olf the urinal the patient is stimulated to 
put forth an effort to tighten his sphincters 
and keep himself dry, whereas if he continues 
to wear it he has such a sense of safety that 
he makes little effort to control his muscles. 


True Incontinence 


True incontinence may be due to scarring 
or retained masses of prostatic tissue and 
most commonly follows transurethral surgery 
but may follow any kind of prostatic opera- 
tion. Sometimes there may be a stricture or 
bridge caused by the lateral lobes falling to- 
gether in the midline and adhering to each 
other. Under such conditions they grow to- 
gether forming a bridge with an opening 
above and below and the whole indurated 
mass may interfere with sphincter action pro- 
ducing true incontinence. In other cases 
there may be embedded stones, or irregular 
masses may project out into the urethra and 
prevent smooth closure of the lumen. Some- 
times scarring due to trauma such as fracture 
of the pelvis, crushing injuries which tear 
the urethra, or spicules of bone which pene- 
trate it, or callus formations which intrude 
upon the external sphincter may cause in- 
continence which remains until the offending 
cause has been removed and the flexibility of 
muscular action has been restored. Obviously 
any of these conditions must be corrected by 
perineal, transurethral or suprapubic | sur- 
gery as indicated. Removal of the causative 
lesion may restore continence partially or en- 
tirely, but if relief is not complete the case 
must be further helped by some type of plastic 
operation. 


In addition to these acquired causes of true 
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incontinence there are two congenital anom- 
alies which produce it. In the first one there 
is a defect of innervation caused by spina 
bifida often accompanied by a meningocele. 
In this deformity there is a deficient nerve 
supply to the sphincter muscle so that it func- 
tions poorly or not at all. Sometimes the 
weakness is more marked on one side than on 
the other and the anal sphincter and lower 
extremities may also be involved. Even if only 
one side is functional as determined by the 
anal reflex the chances of improvement from 
surgery are good, The second congenital le- 
sion is one in which the musculature is defec- 
tive as in epispadias. The sphincter muscle 
like other tissues is not well developed. The 
nerve supply is generally good and the anal 
sphincter works well and the problem con- 
sists of producing a tonic tightening of the 
bladder neck. 

Continence of the urinary bladder is main- 
tained by,— 

(1) An external sphincter innervated by 
branches from the pudendal nerves. It is com- 
monly conceded that this sphincter can be 
opened or closed at will. 

(2) An internal sphincter composed largely 
of longitudinal fibers of the detrusor muscle 
innervated by the parasympathetic nerves. It 
is thought that this muscle remains in tonic 
contraction unless it is damaged by age, 
trauma or prostatic enlargement. 

In addition to these muscles there is a sec- 
ondary line of defense consisting of the leva- 
tor ani muscles which form a floor to support 
the pelvic structures and which tend to close 
the prostatic urethra when in contraction. 
(Figs. | and 2). They are supplied by 
branches of the same nerves which supply the 
external sphincter, the pudendal nerves. They 
are close at hand and run in the right direc- 
tion and are strong. What would be more 
logical, then, than to use them to reinforce 
a weak sphincter or to replace a damaged one? 


Treatment of True Incontinence 


In 1926, Keyes reported a case of inconti- 
nence following perineal prostatectomy which 
he had cured by doing a secondary operation 
bringing together the levator ani muscles in 
the midline and suturing them to the bulb of 
the urethra. After placing a sound in the 
urethra he made the usual V-shaped incision 
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across the perineum, exposing the bulb and 
transverse perineal muscles. These were lifted 
forward and the anal sphincter was retracted 
backward while dissection was deepened on 
either side until the membranous urethra 
was located. The levator ani muscles on either 
side were freed up and sutures were placed 
across from one to the other bringing them 
snugly together behind the membranous ure- 
thra and the prostatic capsule. The bulb was 


Levator Ani 


OF 


Levator ani seen from above (after Spalteholz 


FIG. 2 


Perineal structures seen from below. 
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then allowed to fall in place and was sewed 
to the angle between the levators (Fig. 3). 
When this idea was brought to our atten- 
tion it sounded good and we tried it on an 81 
year old man who had been incontinent for 
several months following a perineal prostatec- 
tomy. It was completely successful. We re 
peated it in five other cases during the next 
lew years and obtained a good result in each. 
Becoming quite interested, we felt that it 
should be effective in congenital lesions such 
as epispadias. We tried it on two boys afflicted 
with this and the results were quite good. 
Finally, we used it on a 10 year old boy who 
had been operated upon for spina bifida with 
meningocele and who had been totally in- 
continent all his life though the meningocele 
had been closed. In his case there was a slight 
anal weakness and also some trouble with his 
legs but a good anal reflex was present on one 
side. At operation we found a normal levator 
muscle on one side but none on the other. We 
pulled the good one across the midline and 
sutured it to fibrous tissue on the opposite 
side; he also became continent and was able 
to attend school and do the ordinary duties 
of life as other boys of his age. In all, ow 
series of cases cured by this operation consists 
of ten. Six of them were incontinent following 


perineal prostatectomy, one alter transure- 


thral prostatectomy, two were congenitally in- 
continent from epispadias and one from spina 


FIG. 3 


The Keves perincorrhaphy. 
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bifida with meningocele. In each instance an 
excellent result was obtained after inconti- 
nence had existed for months or years. 

We have had five other patients in four of 
whom our data is incomplete but who were 
relieved 90 per cent when last seen or heard 
from. We have had one definite failure as 
follows: 

The patient was a 67 vear old man suffering from 
prostatic obstruction. He gave a history of being a 
“bleeder” but since his blood count, clotting time and 
bleeding time were normal, a suprapubic operation 
was done. There was very little bleeding from the 
prostatic bed but one skin suture oozed for several 
hours. The second day he began complaining of epi- 
gastric pain but otherwise convalesced normally. A 
gastroenterologist made an x-ray study of his stomach 
and intestines and found nothing. 

The urethral catheter and sutures were removed by 
the tenth day and the patient appeared to be safely 
over the operation except for a slight suprapubic leak- 
age of urine and a stomach-ache which was improving. 
He was turned over to another urologist and I left for 
Europe. One week later he bled severely from the 
prostate. The bladder was reopened and clots removed. 
\ Foley catheter was placed in the urethra and gauze 
packing was placed under it going into the prostatic 
urethra. The pack was removed a few days later and 
no further hemorrhage occurred. The catheter, how 
ever, caused a slough which left a urethral fistula at 
the penoscrotal junction. 

he patient was incontinent and was still in the 
hospital when we returned after a sixty day absence. 
We repaired the fistula, diverting the urine through a 
perineal catheter, and it healed without difficulty. 
Since he still remained incontinent, we looked in his 
bladder and found nothing except some rigidity in the 
prostatic urethra. Following this he oozed blood for 
two days and nights. He was sent home with instruc- 
tions to return to our office for urethral dilatations 
which he did several times. Each time he was unable 
to void for 8 to 12 hours after the instrumentation and 
then became incontinent again. A swelling developed 
in the scrotum which turned out to be a herniation 
of the urethra at the location of his previous fistula. 
We repaired it again and did a Keyes perineorrhaphy. 

He healed without difficulty and remained conti- 
nent while in the hospital but on going home began 
leaking again. We advised the family that the danger 
of hemorrhage was too great for further instrumenta- 
tion and they agreed. He stays at home, wears aprons, 
washes the dishes and cooks while his wife works 
down town. Incidentally, the urethral hernia has de- 
veloped again but we prefer to leave it alone. If we 
could safely dilate the anterior urethra up to normal 
size we believe his incontinence would disappear but 
his age, mental state and bleeding tendency make us 
fear to give him anything more than emergency 
treatment. 


This operation is important to the patient, 
is very simple and easy to do and there is no 
risk if the surgeon is familiar with perineal 
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anatomy. Yet we have searched the literature 
and have found no mention of it anywhere 
except in Keyes’ original contribution. We 
have followed his method except that we have 
not sutured the bulb to the muscles. We have 
only brought the levators together. Mean- 
while we have read articles on methods of 
curing incontinence of the bladder in which 
fascial strips, gracilis muscle or other tissues 
were pulled into or around the bladder neck 
in order to tighten it. I have always thought 
that these operations are exceedingly difficult 
to do and utilize tissues in an abnormal man- 
ner which cannot possibly obtain the func- 
tional result which this operation does. In- 
asmuch as our present knowledge of the phy- 
siology of micturition teaches that the act of 
opening the bladder begins with trigonal con- 
traction, the only thing we have to do is to 
provide a tonic closure of the bladder which 
will remain tight until pulled open by this 
muscle. Since we have a sheet of muscle al- 
ready in a good location to do this and inner- 
vated by branches of the same nerves as those 
of the external sphincter, we have used it and 
have been well pleased with the results. 
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Discussion (Abstract 


Dr. Win. R. Miner, Covington, Ky. In a paper on 
artificial sphincter for the control of urinary inconti- 
nence, given by Foley before the Urological Association 
in Cincinnati, in 1946, he stated that “Involuntary 
escape of urine is a dreadful affliction,” which is 
putting it mildly. He added that the previous means 
of caring for incontinence and enuresis had been: 
(1) suicide, (2) social ostracism, (3) wearable urinal, 
(4) retention catheter, (5) diversion of urinary flow, 
and (6) a Cunningham incontinence clamp. 

In addition, he said that “Surgery has little or noth- 
ing to offer for correction for incontinence in the male, 
due to an anatomically damaged external sphincter. 
The author's attempts in this direction have been a 
complete failure.” Such remarks coming from as great 
a urologic surgeon as Dr. Foley is, tends to dampen 
any enthusiasm I may have had for correcting urinary 
incontinence by surgical means. 


Anyone who may offer a faint ray of hope in the 
cure of urinary incontinence such as has Dr. Hayes, 
deserves the commendation of not only every urologist 
but every physician. The fact that he reports 10 cures 
by using the method first reported by Keyes in 1926,— 
that of approximating the levator ani muscles in the 
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midline over the bulbous urethra, is of sufficient im 
portance to attract the attention and consideration of 
every urologist. Although I have never attempted this 
procedure, the rational for its mode of operation is 
similar to that presented by Cooney and Horton in 
1951. They used two parallel strips from the rectus 
fascia which were left attached inferiorly with the free 
ends brought down beneath the pubis through a 
tunnel made by blunt dissection under the bulbous 
urethra and fastened to each other with just enough 
tension to allow urinary continence with the patient 
in the upright position. Bending slightly forward re- 
laxes the tension on the bulb and allows the patient 
to void 

By contrast, however, the act of micturition or of 
retaining urine, following the operation described by 
Dr. Haves does not depend upon the posture of the 
patient, but upon normal functioning of one or both 


levator ani muscles. [ wish to congratulate him for 
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bringing to our attention this method for curing “uri- 
nary incontinence and, especially, do I wish to con- 
gratulate him on presenting 10 operative successes for 
urinary incontinence. 

Dr. Hayes (closing). 1 know of a man who has had 
a muscle transplanting operation for incontinence. He 
has to lift his leg in order to drain his bladder and 
has to be careful not to lift it at the wrong time for 
fear of wetting his clothes. I do not think I would 
wish to be left in such an unnatural condition if I 
were the patient but would prefer even partial relief 
if provided in a more natural way. 

I appreciate very much the interest you have shown 
in this paper and am grateful to those who have 
discussed it. The problem of incontinence is one in 
which all urologists are greatly interested. I hope 
this communication may stimulate others to present 
papers giving their experience with this or any other 
method of relief. 


Pernicious Anemia: An Evaluation 
S 


of It Diagnostic Features’ 


M. PINSON NEAL, M.D.,7 Columbia, Mo. 


The diagnosis of untreated pernicious anemia is usually not difficult if the diagnostic 
symptoms, signs and simple laboratory procedures are interpreted correctly. The 
difficult cases are those in which these diagnostic signposts have been destroyed 

by “shotgun” treatment for anemia before its proper classification. 


PROGRESSIVE pernicious anemia (Addison's 
anemia, Biermer’s disease) was designated in 
1855, or 99 years ago, by Thomas Addison in 
clear-meaning, concise words as a disease that 
makes its approach in so slow and insidious 
a manner that the patient hardly can fix a 
date to the onset of his languor which shortly 


becomes so extreme. 


Clinical Characteristics and Course 


Pernicious anemia has the following char- 
acteristics. 

Clinically, it has a slow insidious onset, yel- 
lowish pallor, languor, slowly developing 
weakness, faintness, sore tongue, digestive dis- 


*Read before the Section on General Practice, Southern 
Medical Association, Fortv-Fighth Annual Meeting, St. Louis, 
fo., November 8-11, 1954 


tFrom the Department of Pathology, University of Mis- 
souri School of Medicine, Columbia, Mo 


turbances, numbness and tingling of hands 
and feet, paresthesias, palpitation, dyspnea on 
exertion, and often spastic paresis with de- 
creased deep sensitivity. 

From the laboratory standpoint, in brief, 
it is a large red cell anemia with megaloblasts, 
a color and volume index above normal, a 
high mean corpuscular hemoglobin value, 
hypersegmented neutrophilic leucocytes and 
always an associated absence of free hydro- 
chloric acid in the gastric juice. 

While there is yet an inadequate knowledge 
of the etiologic activating agent or agency, 





it is accepted as a deficiency disease,—a defi- 
ciency in the “‘antianemic” factors. Through 
an interaction within the stomach of the 
“extrinsic factor” derived from food, and 
an “intrinsic factor” produced by the gastric 
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mucosa, there is formed the anti-pernicious 
anemia element which is stored in the liver. 
When this is withdrawn from there as needed, 
at least one of its functions is to maintain 
normal red blood cell numbers and types. The 
clinical pictures of pernicious anemia may 
result when either the nutritional, “extrinsic 
factor,” or specifically when the internally 
manufactured “intrinsic factor” is deficient or 
lacking. The latter is associated with an in- 
variable gastric anacidity or achylia which 
signifies chronic gastritis, hypoplasia or 
atrophy of the gastric mucosa. Morrison, 
Swalm and Jackson! in discussing the subject 
of anacidity in the general population stress 
the role of age. They quote the findings of 
Bloomtield and Polland who found, in 5,207 
cases examined for gastric acidity, an incidence 
of achlorhydria to range from 5.3 per cent 
in the third decade of life to 35.4 per cent in 
the seventh decade. 

Pernicious anemia in its natural course goes 
through cycles of remissions and relapses or 
exacerbations of varying degree and duration 
until death. As recently as 1926, when Minot 
and Murphy? made their first contribution on 
response to liver therapy, the disease was con- 
sidered to be always fatal and comparable to 
the leukemias or any untreated malignant 
neoplasm. The patient untreated with the 
specific erythrocyte maturation factor dies, 
i.e., the death rate is 100 per cent. With early 
diagnosis and adequate treatment there are 
no deaths from pernicious anemia except in 
the rare case of the aplastic form. Correct 
diagnosis then is imperative. Treatment, like 
insulin in diabetes, does not cure the disease 
but should, if properly continued throughout 
the remainder of the patient’s life, control it, 
maintain well-being and prevent relapses. 
The administration of the antianemic factor 
is alone necessary and effective.* 

Studies of blood and bone marrow slides are 
comparable and equivalent to the biopsy of 
a solid tissue as in a surgical condition. For 
emphasis the diagnostic findings for both in 
addisonian anemia are tabulated (Table 1). 
Attention is called particularly to the first 
five items under blood. All the constituents, 
with one notable exception, the fluid, are 
decreased. All formed elements, the oxygen- 
carrying substance, hemoglobin, and the 
blood proteins are below normal in value 
and often markedly so. Stained blood films 
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reveal such diagnostic features as the nucle- 
ated and large red cells, ovalocytes, polychro- 
matophilia, basophilic stippling, decrease in 
number of platelets and a hypersegmentation 
of neutrophilic leucocytes. 

Addison’s anemia is more than a disease 
of the blood. Diagnosis therefore can be 
made more definite and more certain by add- 
ing other features to the blood findings. In 
patients under treatment and in many early 
cases, one must make use of all the diagnostic 
criteria, a well coordinated history and clinical 
judgment to arrive at a diagnosis. Blood 
examinations often must be repeated and the 


TABLE | 
DIAGNOSTIC FINDINGS IN PERNICIOUS 
ANEMIA 
Blood 
1. Decreased number red blood cells,—erythrocyto- 
penia 
2. Decreased number of white blood cells,—leuko- 
penia 


3}. Decreased number platelets,—thrombocytopenia 
1. Decreased hemoglobin,—hypochromemia 
5. Decreased blood protein,—hypoproteinemia 
6. Color index above 1.0,—hypercytochromia 
7. Volume index above 1.0,—immature large red 
cells 
8. Saturation index, color-volume ratio above 1.0 
*9. High mean corpuscular hemoglobin and volume 
values 
10. Increase in reticulocytes at onset of remissions 
11. Increase in PMN eosinophils 
12. Increase in lymphocytes 
*13. Increase in PMN neutrophil segmentation,— 
hypersegmentation,—nuclear shift to right 
Increase in size of red blood cells, anisocytosis 
with megaloblasts, megalocytes even gigantocytes 
15. Changes in staining reaction of red blood cells 
with: 
A. Polychromatophilia 
B. Basophilic stippling 
*16. Nucleated red blood cells, normoblasts, megalo- 
blasts 
*17. Poikilocytosis with oval forms,—ovalocytosis 
18. Delayed or prolonged coagulation time 


"a 


Bone Marrow 


1. Increase in number of large red blood cells as 
megaloblasts, megalocytes even gigantocytes 

2. Increased number of nucleated red blood cells, 

especially megaloblasts 

Presence of polychromatophilia and basophilic 

stippling 

Presence of the hypersegmented neutrophils 

Deficiency in megakaryocytes,—megakaryocyto- 

penia 


*Have the greatest diagnostic significance and value. 
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findings correlated with careful analysis of 
clinical and other laboratory data. Even this 
sometimes fails (especially in the aplastic 
form) and bone marrow punch or biopsy is 
needed. Thereby, not only is the diagnosis 
supported or established, but explanation for 
the essential manifestation of the disease, 
namely the failure of megaloblastic matura- 
tion, is to be found in bone marrow cytologic 
In terminal stages an overactive bone 
marrow may, through exhaustion, become 
hypoplastic and yield a blood picture and 


studies. 


bone marrow findings of an aplastic anemia. 

Following adequate treatment all laboratory 
findings, with the exception of the achlor- 
hydria, return to or become normal. Also the 
clinical symptoms, except those referable to 
damage of the spinal cord, largely or entirely 
disappear. It is to be noted especially that 
free hydrochloric acid does not reappear in 
the gastric secretion even after large doses 
of the accepted therapeutic agents. Com- 
plicating starvation, hemorrhage and_ severe 
infections, especially of the Streptococcus 
hemolyticus and infestation with certain para- 
sites, may greatly modify the blood picture 
and some of the clinical features. 


Diagnostic Chart 


In the untreated, as a rule in the inade- 
quately treated, and in those free of complica- 
tions, the and expected diagnostic 
criteria are well established. To facilitate the 
early and certain recognition of the disease 
and for emphasis, the diagnostic features are 
grouped on a chart using twelve segments 
thereby giving a means of evaluation that 
makes for ease of interpretation (Fig. 1). 
Each of these segments has a value of one- 
twelfth of a circle and represents 8.33 per 
cent of the surface area. A summation ol 
these twelve yields 100 per cent, a value in- 
dicating a perfect score in the diagnosis of 
pernicious anemia. In the typical untreated 
case one may, and often does, encounter such 
Patients presenting values of 66 per 


usual 


a score. 
cent or more are considered as proved cases 
of the disease. Those having values of 44 to 
66 per cent are possible or probable cases de- 
pending upon which value they more nearly 
approximate but need further study for veri- 
fication. One is doubtful of the diagnosis, or 
only suspicious of the disease, when the value 
falls below 40 per cent. Further study, re- 
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peated blood counts and bone marrow ex- 
aminations are then in order. One must bear 
in mind that the assembled findings carry 
weight and should be used in arriving at the 
diagnosis. 


Discussion and Evaluation of the Charted 
Criteria 

1. Chronic Idiopathic Remittent: Progres- 
sive Malignant Course. Pernicious anemia 
is ultimately fatal if untreated. Impairment 
of strength, varying from simple fatigue to 
exhaustion, is a prominent and common com- 
plaint. The remissions which are so strik- 
ingly a clinical feature may occur spontane- 
ously or from therapy. 


2. Glossitis, Disturbances with 
Achlorhydria. A recurrent glossitis, or sore 
tongue, is an early and troublesome symptom 
present in approximately 90 per cent of the 
cases.” The presence of tree hydrochloric acid 
in the gastric juice in any case rules out Ad- 
dison’s anemia. The possibility of the exist- 
ence of the true disease without anacidity (a 
histamine achlorhydria) is net accepted as yet. 
This is related to and found with the de- 
liciency of the intrinsic antianemic factor. 
It must be recalled that up to 35.4 per cent 
of the population in the seventh decade ol 
life has gastric anacidity. The gastrointestinal 
symptoms, of which diarrhea, fermentative 


Digestive 


FIG. 1 
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putrid colitis or enterocolitis are the chief 
ones, may be secondary to the anacidity or be 
a primary factor. . 

3. Posterior Lateral Sclerosis, Disturbed 
Locomotion, Paresthesias. Subjective neuro- 
logic symptoms pointing to damage of the 
cord play an important part in the clinical 
picture. Evidence of degeneration of the 
posterior lateral columns of the cord with a 
negative spinal fluid and blood Wassermann 
is almost within itself diagnostic of pernicious 
anemia. This finding may be manifest before 
the blood picture is well developed, and once 
evident shows little response to treatment. 

4. Erythrocytopenia. The red blood cor- 
puscles in the blood may decrease to two 
million or less. The presence of some com- 
plication or a bone marrow hypoplasia may 
cause the count to drop to very low values and 
prevent its rise to an appreciable degree, even 
under heavy specific therapy. 

5. Abnormal Red Cells. Abnormal red 
blood cells are present as those of large size, 
ovalocytes, nucleated forms and those show- 
ing basophilic stippling and polychromato- 
philia. Large sized red cells are the most 
constant feature of blood films in pernicious 
anemia. Their continuous absence is always 
a grave prognostic finding. Their continued 
presence in the treated patient giving a volume 
index above 1.0 indicates inadequate treat- 
ment or failure of the patient to utilize the 
therapeutic agent used. Nucleated forms often 
occur in “showers” representing blood crises. 

Changes in staining reaction as basophilic 
stippling and polychromatophilia are more or 
less constant findings in the untreated case. 
Both are found most commonly in_ the 
nucleated red blood cells of abnormally large 
size. The stained blood film with its many 
colors, shapes, sizes and types of red cells, 
calls to mind the vividness of autumn colors, 
of an Easter parade, or a spring flower garden. 
It is indeed a “gay blood picture.” 

6. Reticulocytosis. A reticulocyte rise does 
not occur in normal individuals even under 
heavy dosage of the antianemic element. In 
pernicious anemia the first important evidence 
of a response to therapy is their increase in 
the peripheral blood. This increase is in- 
variably associated with remissions whether 
spontaneous or induced by therapy. Their 
estimation is a definite means of determining 
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bone marrow response and the rate of red 
cell formation. The more marked the retic- 
ulocyte response the more effective has been 
the treatment. The persistence of a low per- 
centage of these young forms indicates a bad 
prognosis. The increase usually begins in 
from three to eight days after specific therapy 
is begun and the rise continues for the subse- 
quent eight to ten days when a maximum of 
from 10 to 20 per cent or even higher is 
reached. From the beginning of therapy the 
response is completed within from three to 
four weeks. Following transfusion there may 
be delay in reaching the peak. As the red 
blood cell count approximates normal level, 
the reticulocytes fall to a low normal or 
slightly subnormal value (1 per cent or less). 
Accompanying the rise of reticulocytes as 
evidence of remission, there is as a rule an 
increase in the blood platelets and the granular 
leucocytes. 


7. Blood Color (Hemoglobin) and Volume 
(Size) Indices. In the untreated and un- 
complicated case the hemoglobin is reduced 
relatively less than is the number of red 
blood cells because the large cells are more 
richly endowed with hemoglobin than the 
adult cell (normocyte). This results in a color 
index above the normal value of 1.0. It in- 
variably is accompanied by an equally high 
or higher volume index because the one out- 
standing morphologic feature of the disease 
is the macrocytosis. The value for each is 
usually 1.2 or higher. The saturation index 
parallels the color and volume indices and is 
increased above the normal value of 0.8 to 1.0. 
The mean corpuscular hemoglobin and mean 
corpuscular volume values which are some- 
what more accurate than the other means of 
expressing size and hemoglobin or color values 
are above normal. 

8. Leukopenia with Lymphocytosis. <A 
leukopenia associated with a neutropenia and 
a lymphocytosis are quite consistent blood 
findings. Each may be modified by certain 
drugs, infections, bone marrow hypoplasias 
and transfusions. 


9. Hypersegmentation of Neutrophils. A 
pronounced — polysegmentation —(hyperloba- 
tion, hyperpolymorphism) or the presence of 
exaggerated numbers of nuclear lobations as 
five, six, seven or more in the neutrophils, 
giving a nuclear shift to the right (of Arneth 











or Schilling) is a signiticant finding. These 
cells have termed 
“giant neutrophils,” and “pernicious anemia 
neutrophils.” In conjunction with a leuko- 
penia, a neutropenia and a_ lymphocytosis, 
Such hyper- 
segmentation is rarely seen in any other condi- 
tion and a diagnosis of pernicious anemia 
should be made with caution in its absence. 
Cooke® found the average distribution of lobes 


been “macropolycytes,” 


they are of great significance. 


in the neutrophils in normal individuals to 
be: in class I, ten cells; in class 2, twenty-five 
cells; in class 3, forty-seven cells; in class 4, 
sixteen cells; and in class 5, two cells (class 5 
includes all neutrophils having five or more 
nuclear lobes or segments). The finding of 
more than 3 per cent of neutrophils in class 
5 in a normal person is most unusual, while in 
pernicious anemia the value is commonl\ 
above 5 per cent and 20 per cent has been 
recorded. An increase in those having foun 
segments shows a further tendency to a shift 
to the right. An increase of group 4, from 
lo per cent, plus those of group 5, from 2 
per cent, or combined to above 18 per cent 
is significant. It has been found as high as 
36 per cent! 

10. Hypoproteinemia. The total blood 
plasma protein in pernicious anemia is typI- 
cally less than 6 per cent (normal 6.8 to 8.8 
per cent). This finding, which is easily de- 
termined, may indicate other conditions as 
nephrosis, glomerular nephritis, severe ulcera- 
tive diarrhea, massive hemorrhage, protein 
starvation or severe hepatic disease. However, 
other simple laboratory tests, a physical ex- 
amination and a well taken history should 
easilv eliminate these as the cause. 

1]. Subclinical Jaundice. A skin with a 
delicate Jemon vellow tint or color shade is 
suggestive of pernicious anemia. This is not 
an easily recognizable pigmentation in some 
patients Io determine it, to evaluate its 
degree, to measure its fluctuations and to dif 
ferentiate the hemolytic from the nonhemo 
Ivuic anemiuas, either the van den Bergh or the 
icterus index test is of value The latter, 
which determines the 


blood 


bilirubin content of 
is preferred because of its simplicity 
In pernicious anemia readings between 7 and 
20 are the rule (normal 4 to 6) and the upper 


value is approximated particularly during 


acute exacerbations when the total red blood 


cell count is falling rapidly These tests per 
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mit an estimate of the rate of red cell de- 
struction. An increase in urobilinogen in 
the urine and teces occurs with the rise in 
blood content ot bilirubin. 

12. Response to Antipernicious 
Therapy. With rare exceptions, under proper 
treatment the blood of even a patient about 
to die from pernicious anemia rapidly returns 
to normal. This response to specific therapy 
also serves to contirm the diagnosis. Adequate 
treatment causes a rapid, often dramatic, dis- 
appearance of almost all the manifestations of 
the disease such as the glossitis and gastro- 
intestinal disturbances, prevents the develop- 
ment or progress of others, and restores the 
patient to well-being and a useful, gainful 
livelihood. Damage to the central nervous 
system, if well established, shows little if any 
improvement but rarely progresses. 


Anemia 


Gastric Acidity Determination 
Without Intubation 


\ procedure developed by Segal, Mille: 
and Morton? ascertains the absence or pres- 
ence of free hydrochloric acid in the stomach 
by employing an ion-exchange resin and with- 
out gastric intubation. This promises to re- 
place the annoying, unpleasant and, for some 
patients, the hazardous or even forbidden in- 
tubation procedure for ascertaining gastric 
acidity. In pernicious anemia one is chiefly 
concerned with the presence or absence ot 
such acid and not so much with the other 
findings which are revealed by the standard 
gastric analysis and of greater interest in other 
diseases. 

The test is made upon urine samples col 
lected after a quinine resin preparation has 
been given orally. In the presence of free 
hydrochloric acid in gastric juice measurable 
amounts of quinine are eliminated in the 
urine during a two-hour test period. Quinine 
is not eliminated in the urine during the test 
period where there is gastric anacidity. ‘The 
procedure opens new vistas for determining 
the number of people who have gastric an 
acidity and olfers opportunity for follow-up 
studies on those who may eventually develop 
pernicious anemia, gastric Carcinoma or othe 
related disease. It, however, is not the final 
criterion for diagnosis.!. When there is indica 
tion of gastric anacidity, additional examina 
tions are in order, and one certainly would 
require a determination after histamine when 
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there is no contraindication. As a screening 
procedure positive reactions apparently may 
be depended upon to eliminate pernicious 
anemia. 


In collaboration with two colleagues,* there 
has been completed a “screen test” on 1008 
individuals.t Most of these were patients of 
adult and adolescent ages in whom control 
was possible through long terms in an institu- 
tion.t Time has not permitted additional 
examinations to determine if there is or is 
not a related pernicious anemia except in a 
small number of those who showed gastric 
achlorhydria. Eight private patients who 
were under treatment for pernicious anemia or 
gastric achlorhydria were included in_ the 
study. 

In relation to pernicious anemia, the re- 
sults from these tests led to further examina- 
tions and the recognition of one case of the 
disease, supported the previous diagnosis in 
five instances and led to the change of diag- 
nosis in two patients who had been under 
specific treatment for the disease, one for over 
20 years. It is of interest that one patient 
having pernicious anemia gave a marked 
hypersensitivity reaction to quinine. 


Comments on Differential Diagnosis 


In pernicious anemia the differential diag- 
nosis calls for complete hematological studies, 
determination of gastric acidity, examination 
of feces for parasites, their ova or segments, a 
searching clinical history, physical and often 
neurological examination, sometimes sternal 
puncture and roentgenological study of bones, 
especially in the aplastic type. 

Blood and bone marrow studies in nutri 
tional macrocytic anemia yield cytological 
findings like those in pernicious anemia. The 
most significant difference lies in the finding 
of free hydrochloric acid in the gastric juice 
of patients who have the former and in those 
having tropical sprue and in its absence in 
those with pernicious anemia. 


*Bohdan Jelinek, Associate Prof. of Biochemistry and M 
Pinson Neal, Jr., Research Associate in Department of Pathol 
ogy, University of Missouri School of Medicine, Columbia, 
Mo 

tAcknowledgment is made to E. R. Squibb and Sons, New 
York, who courteously supplied the test units for this study 
under their trade-mark ‘Diagnex.” 


Special appreciation is extended to the members of the 
medical, nursing and laboratory staffs of Missouri State 
Hospital, No. |, Fulton; Missouri State School for Mental 
Defectives and Epileptics, Marshall; Missouri State Tubercu 
losis Sanatorium, Mount Vernon and Roland P. Ladenson, 
M.D., Columbia, for helpful cooperation and assistance 


The hematologic tindings in individuals 
infested with the fish tapeworm, Diphyllo- 
bothrium latum, may be indistinguishable 
from those having pernicious anemia, except 
that there are no neurologic lesions, the stools 
should reveal ova or segments of the parasite, 
and gastric analysis normally shows tree hy- 
drochloric acid to be present. 


The bone marrow in Addison's anemia al- 
ways shows megalocytes, and megaloblasts in 
numbers and other evidence of the character- 
istic arrest in the maturation of red cells, 
while these findings are absent in osteosclerosis 
and malignant neoplastic bone disease. 


Summary 


(1) Pernicious anemia is a disease in which 
all the diagnostic acumen, keenness of clinical 
judgment and every available criterion are 
necessary for its recognition in the early stage 
when therapy promises most and vields the 
best dividend. This is also true in the patient 
whose blood picture and clinical manifesta- 
tions have been modified or eradicated by 
therapy. 





(2) Attention is focused on a method for 
determining gastric acidity without the con- 
traindications, hazards and inconveniences of 
intubation. 


(3) A method of evaluation of the diag- 
nostic criteria on a segmental or percentage 
basis is presented as an aid in arriving at a 
means of more or less mathematical measure- 
ment. 


(4) The diagnosis may be considered rela- 
tively certain if, in a macrocytic anemia, there 
are found ovalocytes, megaloblasts, hyperseg- 
mented neutrophilic leucocytes and gastric 
anacidity (bv a histamine test). 
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Discussion (Abstract 

Dr. H. H. McClanahan, Jr.. Columbus, Miss. The 
diagnostic criteria for pernicious anemia have been so 
thoroughly and completely presented by Dr, Neal that 
there is nothing T can add that is new or that he has 
failed to present. Therefore I have chosen rather to 
emphasize certain points that are of particular interest 
to me. In segment 5 of his first figure he mentions 
the abnormal red cells as to size, nucleation, and stain 
ing. I do not wish to insult anyone's intelligence by 
appearing in the role of medical missionary but I do 
have certain pet ideas. In any anemia, I always like 
to look at the slides myself. One good look at a well- 
stained slide can give a doctor more information than 
words of description by his best technician. The 
character of the blood film in pernicious anemia is 
so well known that I do not need to redescribe it at 
this time 


Another item of particular interest to me is the 
discussion of the use of quinine exchange resins to 
determine the presence of free hydrochloric acid with- 
out resorting to intubation. I became interested in 


this several months ago but have little or nothing by 
was 


# accumulated experience to report on it. It will 
be a very valuable laboratory tool As Dr. Neal has 
indicated, it is not necessary to know how much free 
acid there is, but simply whether there is or is not 
free acid The presence of free hydrochloric acid in 
the gastric juice precludes the diagnosis of pernicious 
anemia 


I should like to touch very briefly on the matter of 
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bone marrow studies. Dr. Neal has pointed out that in 
the majority of cases of pernicious anemia it is not 
necessary to have a bone marrow study to firmly 
establish the diagnosis. In some cases it is necessary 
to have the diagnosis supported by such studies. 1 
should like very briefly to talk about sternal marrow 
punctures. I do not know the conditions where you 
gentlemen practice, but in the locality where I am 
situated there are entirely too few marrow studies 
done by men in general practice. ‘The interpretation 
of marrow preparations should be left to men trained 
in hematology, but the obtaining of the specimens is 
a simple office procedure which takes only a_ very 
few minutes. Most of the men in my area are fearful 
of doing sternal marrow punctures without special 
training because of the thinness of the sternum and 
the fear of penetrating this bone and creating difficulty 
in the mediastinum. I have here a very simple little 
device which acts as a safety factor, eliminating com 
pletely the possibility of too deep a penetration of the 
needle in sternal punctures. 


Dr. Neal (closing). Dr. McClanahan I thoroughly 
appreciate your bringing into this the practical ap 
plication of what can be done in the general prac- 
tioner’s field of work. 

lo those who practice the art of medicine it is 
desired to leave with you two integrated thoughts:— 
\ modern American girl in a 1954 swimming suit 
can be most interesting and most revealing. A good 
clinical history, a searching physical examination, can 
be just as interesting, just as revealing, and of great 
importance to physician and patient. 
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Use of Radioactive Gold in the 
Treatment of Carcinoma of the 
Bladder: Report of 8 Cases* 


CHARLES M. NELSON, M.D., Richmond, Va. 


These results in palliative treatment of carcinoma of the bladder 
suggest a still wider use of radioactive gold for this purpose. 


RADIOACTIVE IsoToPES first became available 
for clinical use at the Medical College of 
Virginia in 1947.4 Of the various isotopes 
available it seemed probable for a number 
of reasons that Au.'** was best suited for use 
in carcinoma of the bladder. The first of 
these reasons was the fact that a colloidal 
suspension could be formed. As a liquid it 
could be injected directly into the area to be 
treated. Also as a liquid, the radioactivity 
per cubic centimeter could readily be deter- 
mined and an accurate dosage could be given. 
Second, was the fact that beta emanations 
comprise approximately 95 per cent of the 
activity of the radioactive gold. Beta emana- 
tions are inactive beyond a distance of 0.5 
centimeters so that very large quantities of 
activity could be administered to an area with 
little risk Of injury to surrounding organs. 
However, enough gamma emanation is given 
off so that the location of the gold can be 
followed and its activity metered. Third, ra- 
dioactive gold has a comparatively short half 
life, 2.7 days. This means that by nine days 
after administration all dangerous radioactiv- 
ity has ceased and precautions with regard 
to dressing and waste disposal may be relaxed. 
Fourth, it was known from laboratory studies 
that this form of radioactivity would destroy 
tumor cells in the experimental animal! ® and 
also in the human.’ It was known that large 
doses of radioactivity could be given locally 
with little generalized reaction.® It was known 
the gold is phagocytosed and carried along 


*Read before the Section on Urology, Southern Medical 
Association, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954. 


tYhe radioactive gold used for treating these patients 
was supplied in part by the Isotopes Branch of the Atomic 
Energy Commission. This investigation was supported by an 
institutional grant from the American Cancer Society, and 
the assay equipment was provided by the Samis Grotto Cancer 
Research Fund of Richmond, Virginia. 


the lymph channels to the adjacent nodes and 
that an appreciable amount of energy actually 
follows the usual course of metastasis.‘ 

The disadvantages of the gold colloid are 
those of any radioactive material with its 
necessary precautions with regard to person- 
nel plus the difficulty of being certain that 
all of the tumor is being treated. With a 
therapeutic effective distance of only 5 milli- 
meters it is necessary that the gold be dis- 
persed throughout the tumor in such a way 
that no area more than one centimeter in 
diameter be left uninjected. In a large area 
this obviously presents technical difficulties. 
The use of hyaluronidase as a dispersing 
agent was not helpful in experimental ani- 
mals,® and was not used in our cases. 

As we use it radioactive gold suspension is 
a clear red liquid which flows readily even 
through a hypodermic needle. Its activity is 
usually calibrated in interstitial work to give 
one millecurie per cubic centimeter although 
concentrations of much greater activity are 
available. The unit of dosage is the r. e. p. or 
roentgen equivalent physical. As measured 
by the ionization of matter one r. e. p. is 
equivalent to one roentgen of x-ray emana- 
tion. To give an idea of the enormous 
amounts of energy which may be administered 
to a small area it is to be noted that one 
millecurie destroyed in one gram of tissue 
delivers to that tissue 76,000 r. e. p.7 


Technic 


The technic of administration is quite sim- 


ple. The amount of gold to be used is esti- 
mated from the cystoscopic appearance of the 
tumor and from rectal or vaginal examina- 
tion. Since the gold is active only over a dis- 
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tance of 0.5 centimeter, each cubic centimeter 
of tissue must be injected. The number of 
cubic centimeters to be injected can be esti- 
mated from the diameter and thickness of the 
tumor. Allowing one cubic centimeter of so- 
lution to each cubic centimeter of tissue the 
total amount can readily be determined. After 
the gold is received from the A. E. C. author- 
ity its activity is calibrated to one millecurie 
per cubic centimeter. The solution is placed 
in 20 cc. syringes attached to lumbar puncture 
needles. Only three cubic centimeters are 
placed in each syringe in order to keep the 
operator's hands well away from the radio- 
activity. Lead shielded syringes are not used. 
If the area to be treated is of large size, the 
bladder is opened suprapubically and as much 
of the tumor removed as is possible. This is 
usually done with the electrosurgical unit and 
bleeding is controlled by coagulation. A 
sponge is placed in the bladder to collect 
any spillage of radioactive material. 
Monitoring of the personnel and of the 
patient is now begun. The table with the 
syringes on it is moved up to a position con- 
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venient to the operator. The tumor site is 
then injected in an orderly manner, each 
area being injected through the full depth of 
the tumor with the needle point being kept 
in practically constant motion. The injection 
is done as rapidly as is compatible with thor- 
oughness. With the injection completed the 
bladder sponge is removed and put in a 
special basin, the surface of the tumor and 
bladder are again sponged off and the sponge, 
the sponge forceps, the bladder retractor, and 
any other instruments or drapes which may 
have been contaminated are placed in the 
special basin and removed from the operating 
room for decontamination. The operator 
usually drops out at this time to avoid further 
exposure. 

When the tumor is small enough to be 
handled through the cystoscope, the technic 
is equally simple. The cystoscope is passed, 
the tumor excised and its base fulgerated. 
After all bleeding has been controlled an 
ureteral catheter with a No. 26 needle shaft 
attached to one end and the cup to the other 
is passed to the tumor site, the needle is 


FIG. 1 








Photomicrograph of the growth in case 3. Note infiltration into muscle (A. low power, B. high power). 
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Lymphosarcoma primary in bladder (Case 4) (A. low power, B. high power). 


inserted into the tissue and an assistant stand- 
ing behind the operator makes the injection. 
The needle is withdrawn and reinserted and 
the injections made until the entire area is 
treated. 


Case Reports 


We have used gold in eight cases. The 
reason for such a small number is that we 
did not feel justified in using a new agent 
on patients in whom a cure seemed possible 
with the older measures. As a consequence 
most of our cases represent palliative treat- 
ment. 

Case 1. This was a 57 year old, white male with 
a large ulcerative growth surrounding the right 
ureteral orifice. On rectal examination there was a 
somewhat fixed mass about 3 centimeters in diameter 
above and to the right of the prostate. In addi- 
tion he had a greatly diminished vital capacity 
and shortness of breath because of healed histoplas- 
mosis. At the time of admission voiding was painful 
and about every 15 minutes. Biopsy of the lesion 
revealed a squamous cell epithelioma. 

On January 10, 1952 the tumor was exposed supra- 
pubically and 15 me. of colloidal gold were injected 
into the tumor and surrounding tissues. Convalescence 


was good. The suprapubic catheter was removed on 
the eighth day and the urethral catheter on the 
thirteenth. By the seventeenth day he was voiding 
without burning or urgency. Cystoscopy two days 
later revealed the right orifice to be projecting up- 
ward from a crater about one centimeter in diameter. 
The posterior margin of the crater was elevated and 
there was a whitish exudate on this edge. 

After an interval of two months during which 
time there was neither burning nor urgency, cystoscopy 
revealed an ulcer with a whitish base in the region 
of the right ureteral orifice. Biopsy here was inter- 
preted as undifferentiated carcinoma. Led on by the 
excellent result obtained so far another suprapubic 
injection, this time of 18 mc., was performed. The 
patient was never comfortable thereafter. Although 
the suprapubic incision healed well and he was dis- 
charged from the hospital in fair general condition, 
frequency and dysuria became increasingly prominent 
and there was also a gradually developing severe 
proctitis. Cystoscopy was performed by Dr. John 
McCuskev of Clarksburg, West Virginia three months 
after his discharge and it was his opinion that new 
growth was present in the bladder. Proctoscopy re- 
vealed a severely irritated bowel without neoplasm. 
On rectal examination there was a firm fixed mass 
across the midline above the prostate and involving 
the prostate. He finally died two months later in 
severe pain because of bladder and rectal symptoms. 


Case 2. This was an 88 year old, white male who, 
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in 1951, had a segmental resection of a large bladder 
tumor. Six months later a nodule was found in the 
operative scar and this was excised en bloc without 
opening the rectus fascia. He had hardly left the 
hospital when another cystoscopy revealed a bladder 
recurrence. His prognosis seemed hopeless, but since 
dysuria and gross hematuria had appeared, it was 
decided to treat the recurrence with radioactive gold. 
On Mav 30 were injected throughout 
the tumor through the Brown-Berger cystoscope. The 
patient was discharged from the hospital on June 4, 


1952 25 me. 


and on July Il, 1952, the urine was clear and he was 
voiding comtortabls 


His course was down hill and he 


died of widespread metastasis three months after the 
Injection 


progressively 


During this final stage dvsuria was notable 
by its absence 


Case 3. A 70 vear old, colored man had both 
ureters transplanted to the bowel on July 30, 1952 
because of an enormous squamous cell epithelioma 
of the bladder (Fig. 1. A and B) 


The bladder, prostate 
and vesicles were removed on 


August 8, 1952. The 
in length. There was 
some spillage during the procedure and 16.0 mc. of 
gold were injected into the retrovesicular area and the 


perivascular areas of the great vessels 


tumor measured 7.5 by 5.6 cm 


Following his second operation, he was very difficult 
to keep in balance 


and despite several encouraging 
“ups and downs” he finally 
cied one 


became comatose and 
month after his second operation. It was 
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our opinion that the cause of death was renal failure 
It was felt that the gold played no part in his death. 
Case 4. A 47 year old, white female was first seen 
in the office because of painless frequency and hema 
turia. There were no unusual physical findings except 
that on pelvic examination there was a firm non-tende1 
area on the right, back of the trigone. Cystoscopy 
revealed edema and ulceration back of the right 
orifice. Biopsies were taken of this area and from 
another small area on the right side of the bladder 
neck. These were interpreted as a 
) 


lymphosarcoma 
Fig. 2, 


4 and B). Extensive studies including bone 
marrow punch were then made but there were no 
other positive findings. 


On March 19, 1953, the abdomen was opened and 
the liver and spleen palpated. These were within 
normal limits. The nodule on the right posterior wall 
of the bladder could be felt but 
peritoneal spread. 


there was no 
The bladder was then opened and 
the growth held upward from within the peritoneum. 
The immediate area and a one centimeter margin 
of tissue was injected using 8.5 me. of radioactive 
gold. The postoperative course was uneventful. All 
precautions against radiation were discontinued on 
March 21. The urethral catheter was removed on the 
seventh day and the patient voided without discom 
fort. She was discharged on April 17, her convalescence 
having been delayed by a sudden attack of chest pain, 
breathlessness, and fainting. 


followed in the office at 


Her course has been 


FIG. 3 





Ulceration without new growth—note loss of mucosa and 





round cell infiltration (Case 6) (A. low power, B. high power 











55 


ire 


Pen 
na 
ept 
dei 
pr 
rht 
om 
der 
ma 
me 
no 


ind 
hin 
all 
no 
ind 
im. 
pin 
ive 
All 
on 
the 
m- 
ce 
in, 








VOLUME 48 


249 


FIG. 4 


Iypical broad base, infiltrating papilloma (( 


regular intervals. Cystoscopy was done on October 
17, 1954 and the bladder was within normal limits 
at that time. There was residual induration in the 
small area on the right posterior aspect of the bladdei 
which could still be felt on bimanual examination. 
This area had steadily decreased in size since the 
time of the first postoperative pelvic examination 
and is thought to be residual scarring. 


Case 5. This 50 year old, white female came 
into the office because of hematuria of six hours 
duration. She was admitted to the hospital and 
bleeding became so profuse that she developed acute 
retention. Cystoscopy after evacuation of the clots 
revealed an extensive papillary growth lying across 
the back of the trigone with the origin appar- 
ently back of the left orifice. On February 3, 1954 
a biopsy was taken. The bladder was opened supra- 
pubically, the tumor was “looped out” with the 
electrosurgical unit, and into the base were injected 
6 mc. of radioactive gold. 


The patient’s convalescence was entirely uneventful. 
The suprapubic wound healed promptly and_ she 
voided comfortably when the catheter was removed. 
She was discharged on February 14. Cystoscopy on 
March 8 revealed the area at the right orifice and 
back of it and across the trigone to be reddened. 
There were two small whitish areas in the reddened 
area. On June 9 these areas had disappeared and 
the bladder appeared to be within normal limits. 





ase 7) (A. low power, B. high power). 


Again on September 3, 1954 there were no findings 
on cystoscopic or on pelvic examinations. 

Case 6. This was a 60 year old, white female 
who, in July, 1953, had a segmental resection of 
the bladder for a papillary carcinoma. Six months 
later, in January, 1954, there was a small elevated 
sloughing area back of the right orifice. This was 
fulgerated but in March there was again an elevated 
ulcer back of the right orifice. This was assumed 
to be a re-recurrence and the patient was again ad- 
mitted to the hospital, the ulcer resected with the 
resectoscope and the base injected with 4 cc. of radio- 
active gold (Fig. 3, A and B). As you can see the tissue 
showed no evidence of carcinoma at that time but 
the gold had already been injected before the sections 
came through. The postoperative course was entirely 
uneventful and she was discharged on the third post- 
operative day. Her course has been followed regularly 
since and at the present time, October, 1954. there 
is no break in the bladder mucosa and the urine 
is clear. 

This patient was given the equivalent of 300,000 r 
of x-ray therapy in about 15 minutes without any 
obvious reaction, local or general. 

Case 7. This was a 57 year old, white male who 
was admitted in May, 1954 because of a very large 
sloughing tumor of the bladder. Urgency to the 
point of incontinence was the major symptom. The 
urine was foul and bloody. A segmental resection 
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of the bladder was done and the right ureter reim 
planted into the bladder. The suture line of the 
bladder was injected with 10 cc. of radioactive 
gold. The tumor removed weighed 40 grams and 
had this microscopic appearance (Fig. 4, A and B) 
The postoperative course was uneventful. The supra 
pubic wound healed promptly and the patient voided 
comtortably after the removal of the urethral catheter. 
He was discharged on the fourteenth postoperative 
dav. Cystoscopy in October, 1954 revealed no evidence 
of tumor and the urine was clear. 

Case 8 An &2 year old, white male was first seen 
because of marked frequency, urgency, and nocturia. 
Phe urine was grossly infected and bloody. Cystoscopy 
revealed an enormous tumor involving the entire 
left side of the bladder from floor to roof and extend 
ing down to and involving the prostate. On September 
10, 1954, the bladder was opened suprapubically, the 
tumor was “looped out” with the electrosurgical unit, 
bleeding controlled by coagulation and the greater 
portion of the base injected with 15 me. of radioactive 
gold. The postoperative course was all that could 
have been hoped for. The wound healed readily 
and he voided comfortably with the removal of the 
urethral catheter. He was discharged on the twelfth 
postoperative day 

It is now six weeks since his operation and though 
the urine is grossly hazy, he is voiding comfortably 
in good quantities and gets up only two to three 
times at night. 


Discussion 


\s can be seen from these cases and as 
stated previously, we are using this relatively 
new agent largely for palliation in an effort 
to ascertain what effects it may have on tumor 
cells, normal tissue, and on the patient as a 
whole. Too tew cases have been treated and 
too little time has elapsed to draw any far 
reaching conclusions. We do feel, however, 
that we can state definitely that the effect 
of radioactive gold on tumor cells is lethal 
in the areas injected in adequate concentra- 
tions: the effect on the stroma and on the 
surrounding structures is minimal. This is 
shown by the rapid mucosal healing in all 
patients who have lived long enough to be 
followed. In addition, in only one patient, the 
first, has there been any evidence of injury 
to contiguous structures and in this case a 
portion of the intestinal irritation may well 
have been caused by antibiotics. There has 
been no evidence of any generalized toxic 
reaction in any of these cases except in the 
third patient who had both ureters trans- 
planted and died of renal failure a month 
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after the gold was injected, long after any 
radioactive effect had subsided. 

It is our belief that we have at hand a 
powerful agent as effective as radium, radon 
or x-ray which has the advantage of being 
more easily administered with better localiza- 
tion and without adverse side effects. It has 
the advantage over interstitial radium in that 
it does not have to be removed and its activity 
is limited almost entirely to the area into 
which it is injected. It has no advantage over 
radon except for its greater ease of adminis- 
tration and the larger amounts of energy 
which can be given. It is not really compar- 
able to x-rays unless the x-ray therapy is 
aimed at a localized lesion in which case the 
short time required for the gold administra- 
tion, the absence of generalized reaction, the 
minimal injury to surrounding structures, and 
the far greater amounts of energy which can 
be delivered to the tissues make gold the over- 
whelming choice. 


Summary 


(1) Eight cases of bladder growths have 
been presented in which radioactive gold had 
been used. 

(2) Something of the technic of adminis- 
tration and dosage has been presented. 
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Further Experimental and Clinical 
Evaluation of a New Svncurine 


Antagonist" 


LEONARD W. FABIAN, M.D., P. C. LING, M.D., PAUL EWING, Ph.D., 


and CECIL W. SHAFER, M.D.,7 Little 


Rock, Ark. 


The authors have continued their studies on a new muscle relaxant and a safe antagonist. 
These studies also suggest a possible mechanism and site of action of these drugs. 


Introduction 


As 4 BAsis for the present investigational work 
we must refer to our previous work with the 
antagonism of Syncurine (Decamethonium 
bromide)* by drug No. 49-204.* The initial 
experimental work has been published! and 
more recently clinical evaluations have been 
presented.? 4 

With this foundation, our concepts of 
myoneural physiology and certain §relation- 
ships of respiratory and cardiovascular mech- 
anisms to the end plate responses have 
gradually become altered or further substan- 
tiated. The primary phases of investigation 
have stimulated our interest in determining 
the mechanism and sites of action and certain 
other problems of interest and importance. 

Concerning the clinical data, we have ac- 
cumulated approximately 50 well controlled 
cases in which certain aspects involved in the 
antagonism of Syncurine were demonstrated. 
However, no authentic case of “prolonged 
Syncurine depression” has occurred; therefore 
we can only assume the efficacy of this new 
antagonist in such an actual entity (Table 1). 

Our primary interest, however, has been 
directed toward the problem of respiratory 
depression as a whole and more particularly 
in the controversial issue of hyperventilation 


*Prepared for Section on Anesthesiology, Southern Medical 
Association, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954. 


*This investigation was made possible by a grant from 
Burroughs Wellcome & Co., Tuckahoe, New York, who also 
supplied generous quantities of both Syncurine and the An- 
tagonist, drug No. 49-204. (Courtesy of Drs. Donald S. Searle 
and W. P. Colvin, Medical Department) 

*From the Departments of Anesthesiology and Pharmacology, 
University of Arkansas School of Medicine and Hospital, Little 
Rock. Present address of Dr. Fabian is Department of Anes- 
thesiologv, Duke University School of Medicine, Durham, 
B. €. 


versus hypoventilation in the therapy of “‘over- 
curarization.” The latter term is all inclusive 
irrespective of the type of muscle relaxant ad- 
ministered. Table 1 is presented as an illus- 
tration of our clinical evaluation using 10 
patients as representative. 

The experimental data described herein is 
presented as a supplement to the foregoing, 
having been obtained subsequent to presenta- 
tion and publication of our previous work.! 
Our interest has been maintained due to in- 
ability to explain certain phenomena asso- 
ciated with the action of the drug and its 
antagonism toward Syncurine. Dripps,* Ellis 
ef al.® and Console® have suggested that Syn- 
curine may produce certain central as well as 
peripheral effects. This speculation also is ap- 
plicable to the antagonist, drug No. 49-204. 
It is this correlation which has served as the 
impetus for further investigation and perhaps 
application of these properties to other than 
muscle relaxation and the reversal thereof. 

In theory, there are three possible mecha- 
nisms through which muscle relaxants can act 
on the respiratory center. First, through the 
medium of a chemical substance such as acetyl- 
choline, which acts at the nerve pathways 
central to the phrenic and intercostal nerves.‘ 
Secondarily, certain centripetal impulses 
which are essential to the integration of nor- 
mal respiratory impulses, might be affected by 
muscle relaxants. Hunt and Kuffler® have 
suggested the possibility of blockade involving 
proprioceptive spindle mechanisms in_ this 
respect. Thirdly, there is a possibility of drug- 
induced depression of respiratory center sensi- 
tivity to carbon dioxide stimulation. 


All these possibilities are quite controversial. 
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However, the latter mechanism may be quite 
important and most interesting to us, as an- 
esthesiologists, due to our acute awareness of 
the effects produced by alterations in carbon 
dioxide, and our knowledge of the role played, 
by muscle relaxants in production of such 
alterations. With the abnormal retention of 
carbon dioxide during hypoventilation result- 
ing from the use of muscle relaxants, we 
should consider the possibility of reversal of 
this process being in some way linked with the 
activity of a specific antagonist such as drug 
No. 49-204. For example, we have wondered 
whether this agent might not play its role, at 
least partially, by competing with decameth- 
onium at the respiratory center, and in doing 
so, reversing any depressive effect exerted on 
specilic receptors by the muscle relaxant. This 
would imply that decamethonium depresses 
the respiratory center response to carbon di- 
oxide stimulation and that drug No. 49-204 
re-establishes this response thus displaying 
antagonism. This speculation, of course, is 
made with full knowledge of the peripheral 
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activity of each agent and is an attempt to 
explain only certain phenomena which have 
led us to consider central effects produced by 
the drugs. 

This particular phase of the investigation 
is mainly concerned with the above specula- 
tion and with attempts to either prove or dis 
prov e our cone epuons. 


Methods 


The equipment and general methods of 
induction of anesthesia were for the most 
part identical with those reported in our pre- 
vious paper on this topic. Specitic data, 
concerning the latter (induction and mainte- 
nance anesthesia) as applied to the present 
series, will be found in table 2. As in the 
earlier work, it was desired to avoid deep 
anesthesia, respiratory depression by barbitu- 
rates and variable respiratory patterns as pro- 
duced by most inhalation agents. Therefore, 
we chose to use minimal barbiturate induc- 
tion, early intubation and maintenance with 
as little supplementary anesthesia as possible. 


TABLE 1 
Initial Supplement Initial Supplemental Maximum Maximum 
Primary Syncurine Syncurine No. 49-204 No. 49-204 Syncurine No. 49-204 Time for 
Patient inesthetic Dosage Dosage Dosage Dosage Effect Effect Maximum 
ige igent Me VM.) Mz (Mg.) Resp.) Resp dntagonism 
E.M Ether + mg. 1 mg. 50 meg None R-16 R-14 6 min. 
78 Cyclo CR-18 V-50 V-1oo Analeptic 
CV-200 effect shown 
OM Ether 3 mg None 50 25 Apnea R-14 8 min. 
77 CR-15 V-300 
CV-200 
ry Pento 4 mg. None 50 50 R-13 R-16 12 min. 
27 Nitrous CR-16 V-130 V-650 
Oxide CV-600 
ES Ether 3} mg 0.5 mg. 50 20 R-18 R-20 5 min. 
25 CR-18 (Analeptic V-50 V-450 
CV-400 effect) 
S.B. Fther 3 me. None 50 25 R-28 R-26 342 min. 
69 CR-22 V-40 V-300 
CV-370 
*N.H Ether ‘meg None 100 None R-19 R-18 No. 49-204 
41 CR-18 (Analeptic V-300 V-300 injected 
CV-300 effect (Coughing) No change initially 
*RC Ether 3 mg None None None No D-tubo 
39 Cyclo CR-40 change protection 
CV-230 (18 mg.) 
Ww.B. Ether + mg None 100 None Apnea R-20 3 min. 
68 CR.-18 V-300 
CV-300 
°*L..D Ether ime 1 mg. 50 25 R-16 R-30 No Svyncurine 
68 CR-20 (Analeptic V-350 V-150 effect, resp. 
CV-200 effect) depression 
with No. 49-204 
C.R Ether i mg. None 25 25 R-40 R-40 15 min. 
36 CR-32 V-250 cc. V-100 V-320 
CV-350 


CR=Control respiratory rate (min.) 
CV=Control respiratory tidal volume (cc.) 
*Note absence of Svncurine effect 
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In all instances, we attempted to allow maxi- 
mal respiratory volumes to be re-established 
prior to obtaining control spirometric and 
myometric tracings. In this manner, we 
hoped to avoid obvious confusion of results 
when comparing primary effects on anesthesia 
with the effects produced by Syncurine and /or 
the antagonist. 

The blood samples were obtained from a 
femoral artery through a previously placed 
Cournand needle. All care was used to main- 
tain a strict anaerobic technic. The arterial 
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carbon dioxide levels were determined by 
utilizing the Van Slyke gasometric unit. Whole 
blood pH was determined by means of the 
Beckman pH meter, Model G. The McKesson 
Metabolor served as an accurate recorder for 
respiratory rates, volumes and rhythms as well 
as a timer. Interposition of a three-way valve 
facilitated the transfer of the subject's respira- 
tory flow from the Metabolor to the anes- 
thetic machine. The latter was used in alter- 
nation with a mechanism for mechanical con- 


TABLE 2 


NUMERICAL VALUFS OBTAINED IN OBSERVATIONS OF 


Al 


CAMETHONIUM BROMIDE (SYNCURINE) IN DOGS (see also y 
19-204 IN STIMULATING RESPIRATION. (Note parallelism between elevated CO, levels and increased volume) 

















Number 
Weight IT ai Il IV 
in Ke 17 Kg. 19 Kg. 17.1Kg. 15.6 Kg. 
Anes.* 600 + N — 420 450 & 300 & 
Amt.inmg. E& NLO N.O—O. N,O N.O 
C10 
Amt. in mg 2 2 2 15 
No. 49-204 
Amt. in mg. 15 25 15 10 
1 R.R. 17 8 12 13 
EY. 245 500 280 270 
M.V. 4165 4000 3360 3510 
CO. 
Vol. % 18.5 41 49.2 43.6 
2 R.R. 16 6 7 Il 
r.V 57 190 65 56 
M.N 912 1140 55 616 
Cm 
Vol. % 3 46 54.8 52.7 
R.R. 17 8 Il 13 
F.¥. 95 200 100 80 
M.V. 1615 1600 1100 1040 
co. 
Vol. 58 57.5 60 63.8 
i R.R 18 8 13 
Af 126 220 115 
M.V. 2268 1760 1495 
CO, 
Vol. % 52.5 48.8 53 
5) R.R. 23 9 12 13 
ff 223 200 210 220 
M.V. 5129 1800 2520 2860 
CO. 
Vol. 47.5 55 46.8 45.2 
6 R.R. 24 10 15’ 18 
re. 333 250 410 490 
M.V 7992 2500 6355 8820 
CO. 
Vol. ¢ 54.6 57.7 53 51.7 


*Surital (2°) used in each case except as designated 


RESPIRATORY PATTERNS INDUCED BY DE- 
representation in Fig. 1) and EFFECT OF NO. 


TERED 
the grapiliic 








MEAN 
I Vi Vil Vill IX a & % AV, 
20 Keg 9.1 Ke. 19 Kg. 17 Keg. 18.2 Kg. 11.6Ke 16.36 
600 & 260 & 4100 & 160 & 500 & 100 & 
E& N.O N.O N.O +N N,O N.O N.O 410 
2 l 1.5 15 | ] 1.8 
15 10 15 15 15 22 15.7 
12 11 5 13 4 18 11.3 
120 230 658 280 110 160 345.3 
5040 2540 $290 8640 1640 2880 3406.5 
6 12.6 45.8 12 19 16.4 
3.5 3 3 7 3 6.6 
60 270 165 60 125 116 
210 810 195 120 47 604 
50.9 57.4 52.7 52.6 57 53 
4 4 5 x 6 8.4 
110 170 220 100 140 135 
$41) 680 1110 800 840 1025 
68.0 67.5 70.6 58.8 60.2 62.6 
5 6 7 9 6 9 
130 200 815 150 200 182 
650 1200 2205 1350 1200 1516 
51 19.2 54.1 13.6 52.8 51.8 
s 8 8 10 7 10.9 
367 270 185 200 280 272.7 
2936 2160 S880 2000 1960 2805 
45.5 46.4 50 19.7 41 47.4 
12 25 10 16 8.5 15.4 
570 280 732 $45 380 421 
6840 6720 7320 5520 3230 6144 
54.7 54.15 58 92.4 57.5 54.8 
‘N’ in which case Nembutal Sodium was used as a 


by 


supplement. E designates ether, NoO nitrous oxide, and C10 Syncurine. 








The abbreviations used with respect to respiration signify rate, tidal volume and minute volume. 
CO, Vol. per cent designates the value of arterial carbon dioxide expressed as cc./100 cc. 


(1)= Pre-Syncurine 


(2)= Post-Syncurine (3) 


5 min, of rebreathing 


Dog 3 with adverse result and Dog 10 died before the experiment was finished. The former may be due to excessive dose of 
No. 49-204. The latter due to excessive dose of C10 and No. 49-204, and severe hypoxia. 
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trol ol respiratory rate and volume at certain 
pressures. 

Following the procurement of a suitable 
control tracing and blood sample, Syncurine, 
in doses of from 1 to 2 mg. (0.1-0.3 mg./Kg.), 
was injected intravenously. As the peak 
relaxant effect became evident the animal was 
allowed 5 minutes during which he continu- 
ously rebreathed = (with where 
necessary) oxygen [rom an anesthetic machine 


assistance 


on which the soda lime absorber mechanism 
had been closed. In no instance was ad- 
ditional carbon dioxide placed in the unit. At 
the end of this period, the absorber was 
opened and absorption allowed for a period 
of 2 to 3 minutes or until the respiratory 
Drug No. 49-204 was 
now injected in doses of from 10 to 25 meg., 
depending on weight of the dog and on the 
amount of Syncurine previously injected. The 


pattern had stabilized. 


procedure of inducing hypercapnia was re 
peated in the above described manner tor a 
period of 5 minutes following observation of 
a peak ellect of the antagonist. During this 
sequence of events, respiratory tracings and 
arterial blood samples were obtained uni- 
formly at the following intervals: 

(1) Just prior to the injection of Syncurine 


(2) At the peak of effect produced by 
Syncurine on respiration 


(3) Immediately following the initial 5 
minutes of rebreathing 
(4) Just prior to the injection of drug No. 


19-204 


At the peak of effect produced by the 

antagonist (usually 2-5 minutes fol- 
lowing injection) 

(6) Immediately second 


period of rebreathing for 5 minutes. 


following the 


Chis numerical sequence is identical with 
that of table 2. 

Using this method of evaluation, we were 
able to place some degree of confidence in the 
results obtained. 

\ few dogs used in this series were sub- 
jected to an additional study within a few 
days. This studv was identical with the one 
just described with the exception of a de- 
liberate omission of the injection of drug No. 
49-204. By this means we felt we could more 
accurately reveal anv antagonistic effect which 
hypercapnia alone might produce. 


Our attention having been directed toward 
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both the central and peripheral activities, we 
next turned to attempts at correlating drug 
effect on muscle-nerve preparations and_ the 
data described above. <A series of 5 dogs con- 
stituted the preliminary work in this phase. 
The majority of the procedures and technics 
used in this phase were identical with the 
above, the only addition being that of the 
nerve-muscle preparation of the dog. In each 
case, the tibialis anticus muscle and the an- 
terior tibial nerve were utilized, the forme 
being attached by its severed tendon to a con 
tinuous recording kymograph. The latter was 
attached to an electrical stimulator unit which 
was preset for shocks of 5 seconds frequency 
and up to 90 volts current strength. The 
current strength was altered as required to 
provoke a maximal muscle contraction. 

Control tracings and blood samples were 
obtained at the point where stabilization of 
activity seemed greatest. The remainder of 
the experiment was continued in the manner 
discussed previously. 


Results 


These will be presented according to the 
various phases of the investigation as outlined 
above. For clarification, however, they are as 
follows: 

Phase 1. The determination of the etfect 
produced by drug No. 49-204 and hyper- 
capnia on the respiratory depression induced 
by Syncurine. 

Phase 2. The effect of hypercapnia alone 
on the respiratory depression produced by 
Syncurine, and demonstration of an apparent 
synergism of drug No. 49-204 and elevated ar- 
terial carbon dioxide content. 

Phase 3. A comparative evaluation — of 
central and peripheral effects of each drug 
using spirometric measurement and muscle 
contractility as a means of comparing and 
plotting time intervals and drug response. In 
turn, these values were associated with the re- 
sults of the levels of arterial carbon dioxide 
and whole blood pH which were obtained at 
detinite intervals in the sequence of events. 

Phase 1. (Tables 1 and 2, and Figs. | 
and 2). Of the 10 dogs used in this series, 
one died due to obvious asphyxia prior 
to completion of the study. The other ani- 
mals studied are believed to have had prope 
control thus yielding accurate results. 


The major points to be emphasized herein 
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are: the uniformly increased arterial carbon 
dioxide levels which showed progressive eleva- 
tions from the time at which Syncurine was 
lirst injected, up to and including the 5 min- 
ute interval during which rebreathing of car- 
bon dioxide (endogenous) was allowed. Res- 
piratory assistance by manual compression of 
the breathing bag did not alter this rise to an 
appreciable extent. Hyperventilation, how- 
ever, was avoided tor obvious reasons. As will 
be noted trom the tables, the average increase 
was 9.6 per cent (volumes ©). The injection 
ol the antagonist was followed closely by a de- 
cline in carbon dioxide content which sub- 
sequently approached control levels. 

The respiratory rate, after the initial de- 
crease produced by Syncurine injection, was 
observed to increase progressively during the 
rebreathing period and in most cases this 
increase continued numerically to a_ level 
considerably higher than that of the _post- 
Syncurine rate. The average rise in rate at 
maximal value averaged 8.4 to 9.0 per minute 
above that observed at the peak of respiratory 
depression following Syncurine injection. 

The tidal volume and minute volume 
showed a steady increase beginning after the 
first period of rebreathing, the former dem- 
onstrating an increase of roughly 400 per- 
cent and the latter increasing by about 1000 
per cent. 

The results obtained in this phase appear to 
offer some degree of support to the specula- 
tions discussed above relative to hypercapnia 


FIG. 1 





(Liters) 














Correlation of arterial carbon dioxide content with respira- 
tory rate, tidal volume and minute volume before (A), and 
after B) administration of drug No. 49-204 (Svncurine 
antagonist). 
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and decrease of respiratory depression induced 
by certain muscle relaxants. 


Phase 2. As previously mentioned, the 
studies involved in this portion of the in- 
vestigation were carried out using the same 
animals which served as subjects for Phase 1. 
Only the omission of injections of drug No. 
19-204 made this phase a different project. 
The results as illustrated in figure 2 show the 
marked increase in tidal and minute volumes 
following rebreathing of endogenous carbon 
dioxide. This increase in most cases amounted 
to a final value slightly exceeding that of the 
control value. 


Following this observation, very small doses 
of the antagonist were injected in order to de- 
termine whether there could be some degree ol 
synergism. ‘This we found to be the case in 
this particular group of animals as ascertained 
by observing a twofold increase in tidal and 
minute volumes as compared with control 
tracings. The uniformity with which this 
phenomenon occurred seemed strongly sug- 
gestive of such synergism. Whether this repre- 
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Illustration of synergistic effects produced by carbon dioxide 
and drug No. 49-204 in antagonizing Svncurine induced 
respiratory depression 

















256 


sensitivity or a 
lowered threshold for carbon dioxide stimula- 


sents an increased medullary 
tion is a point of question. 
\s was expected the arterial carbon dioxide 
level in each case paralleled the degree of 
respiratory depression, the averages and in- 
dividual values being presented in figure 1. 


Phase 3. Our final and major project has 
been concerned with comparing peripheral! 
muscle-nerve activity to central activity as 
Unfortu- 


nately, 4 of the 5 dogs used expired due to ap- 


altered by the drugs in question. 


parent hypoxia or, as in the case of two dogs, 
contents followed by 
tracheobronchial obstruction. We were able, 
however, to obtain most of the essential data 
prior to the death of the animals. 


aspiration of gastric 


In the light of what has been mentioned 
above, we cannot regard these results as con- 
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clusive, but they are sufficiently suggestive to 
stimulate our continued interest. 

In all animals of this series, the response to 
Syncurine injection was as anticipated with 
respect to both respiratory and muscular de 
pression of varying degree. As has_ been 
previously described, respiration seems to be 
atfected to a lesser degree than does peripheral 
muscular activity in response to electrical 
stimuli. The muscle preparation, however, 
was altered at a later interval than was the 
respiration during initial stimuli (Fig. 3). 


Summary of Observations in Phase 3 


Following injection of the antagonist, it was 
noted that muscle reactivity occurred consider- 
ably earlier than did an increase in respiratory 
function. 


Simple increase in the carbon dioxide con- 


FIG. 3 


RESPIRATION 


MUSCLE 
CONTRACTION 


S SECOND 
TIMER 


RESPIRATION 


MUSCLE 


Top 
exaggeration ot 
tion; 


levels at end of tracing. (Bottom) 


room air) also lessened effect of respiratory 


Illustration of usual pattern of onset and duration of act'vity 
Demonstration of 
and muscle 





observed following decamethonium by injection. Note 
inhibition of muscle contraction due to hyperventila 


depression by Syncurine as additional result 
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TABLE 3 
AVERAGES AND RANGE OF VALUES OBTAINED DURING INVESTIGATION 
(Calculated from Data in Table 2) 
fuerage : Range 
Tidal Minute irterial } 
Respiratory Volume Volume CO, Level | irterial 
Intervals Rate / Min. Ce. Liters Vol. %) | RR. TY. VV COs 
Control (1 TR 45.3 3406.5 16.4 1-18 160-658 2540-5040 41-56 
After ClO (2 6.6 116.0 604 53.0 13-11 0-270 210-1140 46-57 
After Rb* (3) 8.4 135 1025 62.6 1-13 80-220 140-1600  57.5-70.6 
Betore No. 49-204 (4 9.0 182 1516 518 15-18 115-315 650-2268 48.8-53.0 
After No. 49-204 (5 10.9 272.7 2205 47.4 7-23 200-485 1800-5129 41.0-55.0 
After Rb* (6 15.4 421 6144 54.8 10-25 250-732 2500-8820 51.7-58.0 
*Rb_ indicates 


tent of blood seemed to produce minimal 
alterations in the muscle contractility. 

The action of drug No. 49-204 seemed more 
predominant peripherally, especially 
larger doses were given. 


when 


Discussion 


It is possible that the mechanism of action 
of drug No. 49-204, in its role of antagonizing 
the depressive effects produced by Syncurine, 
is similar to that displayed in the antagonism 
of certain opiates by N-allylnormorphine 
(Nalline). This latter example of drug an- 
tagonism has been studied to a great extent, 
and has been summarized in an excellent 
fashion by Landmesser, Cobb and Converse.® 
These investigators state: “When given before 
morphine, the allyl compound causes not only 
no stimulation of respiration but, indeed a 
depression which is to carbon dioxide as is 
usually effected by morphine derivatives and 
other respiratory depressants. However, 
when the allyl derivative is given after mor- 
phine the respiration is stimulated beyond the 
normal level, not by the drug itself, but by the 
excessive concentration of carbon dioxide 
which has accumulated during the morphine 
depression and which has a greater stimulating 
effect upon respiration once the sensitivity of 
the respirator center is returned toward nor- 
mal from its pre-existing state of morphine 
depression. This return toward normal is 
effected by N-allylnormorphine, which prob- 
ably displaces morphine from certain receptors 
in a competitive fashion.” 

We are at present in support of this the- 
ory and propose one of similar principle 
for the central activity of drug No. 49-204. 
With respect to the peripheral activity ex- 
hibited by the agent, we subscribe to the theory 


period of 5 minutes rebreathing of endogenous carbon dioxide 


of “activity and antagonism by competition.” 
In doing so, however, we must add the ap- 
parently “‘catalytic effect” on such antagonism 
as a result of hypercapnia. 

Support to a “competitive antagonism” is 
offered by previous observations of an ana- 
leptic-like response during the interval in 
which both Syncurine and its antagonist are 
circulating within the vascular tree. Also, the 
similarity in chemical structure of the two 
agents is to be considered, particularly since 
the antagonist is a substitution product of the 
relaxant. 


Conclusions and Summary 

The investigation of certain chemical 
compounds containing the methonium struc- 
ture has brought forth not only an excellent 
muscle relaxant, decamethonium bromide 
(Syncurine, Burroughs Wellcome & Co.), but 
by additional research, has resulted in an ef- 
fective and relatively safe antagonist for this 
relaxant, even though the need for the latter 
is comparatively rare. In subjecting this com- 
bination of agents to rather extensive clinical 
and experimental trial, information has been 
obtained which may aid in clearing some of 
the haze which presently shrouds our basic 
knowledge of such drugs, not only as related 
to the two in question. 

After an initial evaluation concerning the 
efficiency of antagonism manifest by drug No. 
19-204 (Syncurine antagonist), considerable 


interest was directed toward determining the 
mechanism and site of action of both agents 
as a result of certain observations made at 
an early phase of the study. Many questions 
concerning the effects of respiratory acidosis, 
alkalosis, peripheral relaxation, central depres- 
sion and other factors on the activity of 
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each drug seemed sufhciently pertinent to 
stimulate further study. Aspects of this supple- 
mentary work are presented and attempts are 
made to at least partially explain certain 
problems arising trom the use of muscle re- 


laxants during surgical procedures. 


Utilizing dogs as subjects, the problems 
stated above were attacked from the following 
standpoints and speculations: 

(1) Studies of altered respiratory physiology 
with particular emphasis on central depression 
and_ or stimulation resulting from hypercapnia 
or hypocapnia, hypoxia, and from specific in- 
herent properties of the drugs used. 

(2) Proof or disproof of a theory of our 
group that many of the reported cases of 
abnormally prolonged respiratory depression 
are not altogether due to specilic drug idio- 
syneracies, poor patient tolerance, slow de- 
toxification, hypoproteinemia or 
cently incriminated factors. 


other re 


(3) Investigation of the etiologic factors in- 
volved in the production of certain central and 
peripheral aberrations related to administra- 
tion of decamethonium and its recently in- 
troduced antagonist, in order to facilitate 
establishing a cause and effect relationship 
which might ultimately prove valuable in our 
clinical work. 

From the experimental and clinical data 
accumulated, a number of conclusions and /or 
speculations are presented: 

(1) It has been demonstrated that normal 
to moderately high arterial carbon dioxide 
levels may be essential if prolonged respira 
tory depression is to be avoided. 

(2) The efhciency of antagonism between 
Syncurine and drug No. 49-204 increases dur- 
ing hypercapnia and 
hypocapnia. 


decreases during 
Supervening hypoxia will, of 
course, render such resuscitation more difficult 
and it should be emphasized that oxygen 
consumption and utilization may be impaired 
in either state depending on the severity of 
deviation of the carbon dioxide as compared to 
normal. By progressively decreasing the 
arterial content of carbon dioxide during 
hyperventilation, oxygen dissociation (at least 
in vitro) shows a proportionate decrease which 
could well provoke tissue hypoxia.'” 

(3) On the basis of the results obtained, we 
believe the site of action of both Syncurine 
and its antagonist to be dual, the former act- 
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ing peripherally for the most part, the latter 
apparently exerting some degree of influence 
on the respiratory center. The mechanism 
would seem to be one of competitive action at 
both myoneural and medullary levels. As 
mentioned previously, however, we feel conti- 
dent that for its greatest response, drug No. 
19-204 is to a significant extent dependent on 
its synergistic activity with carbon dioxide. 

(4) Certain properties of specific antago- 
nism might well be those relative to similar 
molecular contiguration, e.g. Svncurine—drug 
No. 49-204, and N-allylnormor- 
phine. The derivatives not only act’ as 
antagonists, but when used alone or in excess 
of the agent, may and usually do provoke a 
depressor response although not so marked. 
Drug No. 49-204 resembles weak curare in its 
activity. 


morphine 


(5) The clinical value of these findings is 
as vet indefinite. However, evidence has been 
presented in which respiratory depression and 
peripheral muscle weakening may be pro- 
longed by hyperventilation and hypocapnia. 
The reverse is also true up to a certain point; 
this pertains to carbon dioxide narcosis at 
higher levels of content. Of course, hypoxia 
is to be avoided and assisted respiration 
during such depression is mandatory. Never- 
theless it should be remembered that hy- 
pocapnia is without a doubt a major contrib- 
utory factor in prolongation of respiratory 
and peripheral muscle relaxation. By allowing 
development of a level of arterial carbon 
dioxide content commensurate with the con- 
trol level, reports of prolonged apnea may 
well be of the past. Hypoxia, during this 
“waiting period” (or period of apnea without 
assisted respiration) is usually quite easily 
detected by noting the typical changes asso- 
ciated with cardiovascular responses to oxygen 
desaturation or unsaturation. Any change in 
pulse rate or rhythm should ordinarily be 
construed as a manifestation of hypoxia dur- 
ing the above mentioned “waiting period.” 
This occurrence demands greater attention to 
provision of adequate ventilation. 
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of the Epididy mis’ 


Though coccidioidomycosis is usually associated with pulmonary 
disease, granulomatous lesions can occur elsewhere in the body. 


CoccipioiwoMycosis is a_ specific infectious 
fungus disease which is endemic in the San 
Joaquin Valley of California, and has been 
reported in New Mexico, Arizona, Texas, 
Nevada and Utah. The specific agent is 
Coccidioides immitis which reproduces by the 
formation of chlamydospores or by endo- 
sporulation in tissues.! 


Person to person spread does not occur 
and the infection enters the lungs through 
the inhalation of the chlamydospores in the 
dust. If an acute pulmonary inflammation 
occurs, the symptoms and roentgenographic 
findings are those of a pneumonitis. In 98 
per cent of the cases of pneumonitis com- 
plete resolution occurs leaving the individual 
with a small calcified spot in the lung paren- 
chyma or hilus. In the 2 per cent of the 
cases of unresolved pneumonitis, a small 
caseous lesion remains which develops into 
a localized cavitary lung lesion often mis- 
taken clinically and roentgenographically for 
tuberculosis. Dissemination of the micro- 
organism from the acute pneumonitis may 
progress slowly; a spread may occur in an 
occasional case that has apparently resolved 
the lesion and again breaking down, or may 
occur from a focalized lesion by lympho- 
genous, bronchogenic or hematogenous 
routes.? # 


*Read before the Section on Urology, Southern Medical 
Association, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954. 

+From the Department of Urology, Southwestern Medical 
School of the University of Texas, Dallas, Tex. 


Case Report 


\ retired white minister, age 76, was seen in con- 


sultation with Dr. J. Shirley Sweeney on March II, 


1954. The patient stated that he had noticed some 
enlargement of the left testis for two years, and that 
during recent heavy work it had become much larger. 

Approximately two years previously the patient had 
developed a mass in the right scrotum with multiple 
draining sinuses. Prior to this, he had been in the 
San Joaquin Valley of California. Following orchidec- 
tomy, elsewhere, the testis was reported to contain 
Coccidioides immitis. 


Examination at this time disclosed a painless indu- 
ration of the upper and lower poles of the left epi- 
didymis which measured 3x3x5 cm. A left inguinal 
hernia was present. No spermatic cord was palpable 
on the right side. The prostate was very slightly en- 
larged and of normal consistency. A roentgenogram 
of the chest disclosed fibrous infiltration of the left 
upper hilum. Excretory urograms disclosed a_ slight 
reduction in the function of the left kidney. The 
voided urine contained 25-30 pus cells per high 
power field and a trace of sugar was found on 
chemical Culture of the urine revealed 
E. coli. 


analysis. 


Operation. Repair of the 


epididymovasectomy was done 


inguinal hernia and 

March 13. Patho- 
logical study of the surgical specimen by Dr. C. T. 
Ashworth was reported as follows: 


Gross Description: Biopsy specimen consists of a 
nodular mass of tissue weighing 34 Gm. It measures 
5x4x2.5 cm. Attached at one pole is a_ tubular 
structure which is grossly identified as vas deferens. A 
thin layer of fibrous tissue is present over the outer 
surface of the mass. On sectioning, throughout this 
mass there is found a large nodular thickening in- 
volving the body of the epididymis. The globus major 
is slightly enlarged but shows much less involvement 
than the body. The nodular thickening extends down 
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Multinucleated giant cells with surrounding fibroblastic and 
epithelioid cell proliferation Ihe giant cell in the lower 
left corner contains two spherules which contain endospores 
x 700 


into the distal portion of the epididymis, the globus 
minor, On the cut surfaces of the thickened epididymis 
there is found a grev to yellow mottled involvement. 
In several areas there are found foci of what resemble 
caseous necrosis. Surrounding the necrotic foci is an 
encapsulated zone of grey, firm fibrous-like tissue. 
Also present is a tubular structure measuring 10 cm 
in length and 0.4 cm. in diameter which is grossly 
identified as vas deferens. 

Microscopic Description: Sections of the spermatic 
cord show the wall to be normal in thickness with 
no circumscribed lesions being present. Lumen is 
patent and the lining epithelium is surrounded by 
a moderate lymphocytic infiltration. Epididymis: Sec- 
tions of epididymis reveal the presence of numerous 
circumscribed granulomatous lesions characterized by 
central areas of necrosis with surrounding fibroblastic 
and epithelioid cell proliferation. Several multi- 
nucleated giant cells are present (Fig. 1). Scattered 
throughout each of these granulomatous nodules are 
numerous endosporulating organisms identified as 
Coccidioides immitis. 

Pathological Findings: Biopsy of left epididymis 
showing extensive coccidioidomycosis. 

The patient was discharged from the hospital on 
the fourth postoperative day. On August 5, 1954, 
examination of the patient disclosed a normal testis, 
no induration and no recurrence of the hernia. 


Comment 


Coccidioidomycosis is primarily a disease of 
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the lungs but may occasionally involve distant 
organs as does tuberculosis. The physical 
characteristics of the involved epididymis are 
quite similar to a tuberculous infection and 
similar surgical treatment is suggested and 
was successfully employed in this case. 


Bibliography 


1. Forsee, J. H., and Perkins, Rex B.: Focalized Pulmonary 
Coccidioidomycosis, J.A.M.A. 155:1223, 1954. 

2. Schwarz, J., and Muth, J.: 
Am. J. M. Sc. 221:89, 1951. 
Forbus, W. D., and Bestebreurtje, A. M.: Coccidioidomy 
cosis: Study of 95 Cases of Disseminated Type with Special 
Reference to Pathogenesis of Disease, Mil. Surgeon 99:653, 
1946. 


Coccidioidomvycosis: Review, 


Discussion (Abstract) 


Dr. Jack Hyman, Mobile, Ala. 1 would like to 
compliment Dr. Pace on an excellent presentation 
of an extremely uncommon case. One can add little 
except to note its similarity to tuberculosis is further 
emphasized by epididymal involvement. Since the fun- 
gus seems no longer to be limited to the San Joaquin 
Valley perhaps we shall be seeing other instances of 
coccidioides of the epididymis. 


I would think it consistent with the subject to 
remind you of the happy occurrence of several papers 
on our program relative to pathologic conditions 
occurring in the scrotum. These should focus our 
attention on the common and the rare entities which 
may occur in the scrotum and thereby make the 
average physician more discerning in evaluating scrotal 
pathology. 

It is tragic to note that in a recent report of 
over 100 tumors of the testis over 40 per cent of 
cases were cither misdiagnosed or unsuspected with 
an average delay of over seven months in the entire 
group before therapy was instituted. It has been gen- 
erally recognized that malignant tumors of the epi- 
didymis are extremely rare, and if one were certain 
that a small mass was epididymal one would feel 
relatively secure in considering it benign. Unhappily, 
all too often, the examining physician apparently 
fails to delineate the separate anatomical structures 
in the scrotum. 


It would seem to me very important to strongly 
advocate that any scrotal mass large or small, which 
is not cystic or obviously an acute inflammatory one, 
should promptly be explored and its true identity 
definitely established. Not only would the diagnosis 
of dangerous testis tumors be expedited but probably 
one would uncover more unusual epididymal path- 
ology such as the case presented. 
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Oral Vitamin By in the Treatment of 
Macrocytic Anemias* 


WALTER G. UNGLAUB, M.D., and GRACE A. GOLDSMITH, M.D.,* 


New Orleans, La. 


The demonstration that vitamin B,. is potent by the oral route is important. However, 
further studies should be awaited before parenteral administration is replaced by the oral. 


Ir IS WELL established that vitamin By», ad- 
ministered parenterally, is highly effective in 
the treatment of pernicious anemia and some 
of the related macrocytic anemias. When the 
vitamin is administered orally in doses com- 
parable to those which are effective on paren- 
teral administration, it is usually without sig- 
nificant therapeutic effect unless some source 
of “intrinsic factor’ is administered simul- 
taneously. Data are available, however, which 
show conclusively, that vitamin B,. when 
given alone by mouth is effective in initiating 
remission in this group of anemias if the dose 
is sufficiently large. Relatively little informa- 
tion concerning the efficacy of repeated large 
oral doses of the vitamin in maintaining 
clinical and hematological remission has been 
published. In this presentation the results of 
therapy with large oral doses of vitamin By, 
unaccompanied by intrinsic factor, in patients 
with pernicious anemia and “nutritional” 
macrocytic anemiat will be reported. 


Materials and Methods 


The patients comprising this series include 
11 who have pernicious anemia and three 
who have “nutritional” macrocytic anemia. 
They have been followed on the wards of the 
Charity Hospital of Louisiana and in the 
Tulane Nutrition Clinic. All patients were 


*Read before the Section on Medicine, Southern Medical 
Association, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-I1, 1954. 

*This work was supported by grants from The Nutrition 
Foundation, Inc., The Roche Anniversary Foundation, the 
Williams-Waterman Fund of the Research Corporation, and 
the Division of Research Grants and Fellowships of the 
National Institutes of Health, United States Public Health 
Service. 

*We are indebted to Dr. O. Neal Miller, Janis Gibbens, 
Jean Snider, Barbara Geer, and Patsy Newport for their 
assistance in these studies. 


tFrom the Division of Nutrition and Metabolism, Depart 
ment of Medicine, Tulane University School of Medicine, and 
the Charity Hospital of Louisiana, New Orleans. 

tThe group of patients classified as ‘‘nutritional’’ macro 
cytic anemia includes one subject who presented the clinica! 
syndrome of ‘‘non-tropical’’ sprue. 


subjected to careful physical and laboratory 
examination, including gastric analysis with 
histamine stimulation and bone marrow as- 
piration. Each of the three patients with 
“nutritional” macrocytic anemia was found 
to have free hydrochloric acid in the gastric 
juice following injection of histamine. All 
patients were maintained on normal diets, 
but the eating of liver was prohibited. 

Hemoglobin, hematocrit, and red blood 
cell determinations were made on venous 
blood samples obtained without stasis. These 
procedures were carried out three times 
weekly during the period of initial therapy 
and at the time of each clinic visit thereafter, 
the usual interval being four weeks. Daily 
reticulocyte counts were made during the 
period of initial therapy only. Criteria for 
the evaluation of erythrocyte and reticulocyte 
responses to initial therapy were those pro- 
posed by Della Vida! and by Isaacs and Fried- 
man* respectively. The response observed in 
each patient has been expressed in terms of 
the percentage of the optimal response calcu- 
lated by these methods. 

Vitamin By,» activity of serum was deter- 
mined in some subjects using methods de- 
scribed in a previous report from this labora- 
tory.2 In the initial portion of the study, 
vitamin B,. was administered in the form 
of a solution, and the majority of the patients 
received 3000 pg. of the vitamin per dose. 
This dosage was selected on the basis of 
studies on vitamin B,» levels in serum follow- 
ing oral administration of the vitamin.* These 
studies indicated that serum levels of the vita- 
min, which were below normal values prior 
to therapy, consistently returned to normal 
following oral administration of 3000 yg. of 
vitamin By. Increases in serum vitamin By» 
following smaller doses of the vitamin were 
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less consistent. The studies also suggested that 
serum concentrations of the vitamin were 
maintained longer and at higher levels fol 
lowing oral therapy than after parenteral in- 
jection of doses of the vitamin which were 
sufficient to produce equivalent maximum 
serum concentrations. 


were diluted with 
water to a volume of approximately 100 cc. 
and administered 


Solutions of vitamin B,. 


during the fasting state. 
No food was permitted for four hours after 
administration of the vitamin. 

During the latter portion of the study tab- 
lets containing 1000 yg. of crystalline vitamin 
B,. became available to us and were substi 
tuted for the solution. The tablets were given 
at intervals of one week, the usual dose being 
1000 yg. weekly. 


Results 
Initial Hematologic Response Following 
Oral Administration of Vitamin Bys. Six 


patients with pernicious anemia and_ three 
patients with “nutritional” macrocytic anemia 
were given initial therapy with oral vitamin 
B,. unaccompanied by any source of intrinsic 
factor. Evaluation of the immediate hema- 
tologic response of one patient with “nutri- 
tional” macrocytic anemia (Case 13) was not 
possible. Detailed data concerning the hema- 
tologic response and changes in serum vita- 


*Saline solution and tablets of crystalline vitamin By. were 
kindly furnished by Merck & Co., Inc., Rahway, N 


TABLE | 


INITIAL HEMATOLOGIC RESPONSE 
FOLLOWING ORAL ADMINISTRATION OF 
VITAMIN Be 


Initial 


Erythrocyte Increase in 


Count Erythrocyte Retriculocyte 
Initial Millions Count* Response* 

Case No Dose cu. mm Per Cent Per Cent 
Pernicious Anemia 

l 3,000 ug 1.35 107 100 

2 3,000 ug 1.71 71 71 

3 3,000 ug 1.48 133 90 

' 3,000 ug 27 84 110 

y 3,000 ug 2.19 82 155 

6 500 ug 1.96 36 131 
Nutritional” Macrocvtic Anemia 

4 3,000 ug 1.93 80 99 

14 3,000 ug. 0.69 109 163 


*Expressed as percentage of calculated maximum response. 
See text 
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min By. levels of seven of these patients have 
been reported elsewhere.t The hematologic 
data for these seven patients, with that of 
one additional patient (Case 14), are pre- 
sented in table 1. The hematologic and clini- 
cal responses observed were considered to be 
satisfactory in each instance in which 3000 
yg. of the vitamin was given as the initial 
Improvement in appetite, muscular 
strength, and general sense of well-being was 


cle we. 


prompt and preceded any significant change 
in the blood picture. Glossitis, when present, 
improved rapidly. In case 1, fever of 100 to 
104° F., which had been present for several 
weeks prior to therapy, promptly abated. In 
those patients who presented evidence of sub- 
acute combined sclerosis improvement in neu 
rological findings was less rapid but equally 
detinite. 

In case 6, who received only 500 yg. of 
vitamin B,. as the initial dose, the rate of 
increase in the red blood cell count within 
a two-week period was considered to be un- 
satistactory by the criterion applied, despite 
an excellent reticulocyte response. It should 
be stated, however, that the red blood cell 
count continued to increase tor a total period 
ol five weeks, reaching a level of 3.60 millions 
per cubic millimeter without further therapy. 
The reticulocyte count remained elevated fon 
the same period of time. 

Maintenance Therapy with Oral Vitamin 
B,,. The 14 patients included in this study 
have received maintenance therapy with oral 
vitamin B,. alone for periods ranging from 
! to 28 months; nine of these have been 
treated for periods in excess of one year 
(Table 2). Of the 11 patients with pernicious 
anemia, five have received no therapy other 
than orally administered vitamin By,» since 
the initial diagnosis was established. 

Case 1. This patient received 3000 yg. of vitamin 
Bi in solution at four-week intervals for a period 
of 17 months. His initial response to therapy was 
satisfactory (Table 1) and the blood values reached 
normal levels within a period of three and a_ half 
months. For the past eight months he has received 
1000 ug. of vitamin Bw in tablet form weekly and 
remains in satisfactory clinical remission. 

Case 2. Here the patient also received 3000 ug. of 
the vitamin at four-week intervals. His initial response 
is summarized in table 1. Following the first dose 
of the vitamin there was prompt and rather remark- 
able improvement in his mental status, appetite, and 
general strength. Within three days he was trans 
formed from a stage of violent intractability to one 
of friendly cooperation, a change which endured until 
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RESULTS OF 


Identifying 


Data T/ 


Case I—A. L. 
C. M. age 60 


Case 2—A. D. 
W. M. age 71 


Case 3—W. T 
W. M. age 67 


Case 6—E. A. 
W. F. age 72 


Case 7—W. B. 
C. M. age 54 


Case 8- 
W. F. 


H. D. 
age 67 
Case 9—C. P. 
W. F. age 60 
Case 10—N. A. 
C. M. age 68 
Case 11—R. V. 
C. M. age 63 
Case 12—M. B. 
W. F. age 68 


Case 13—D. D. 
W. M. age 70 


14—E. D. 
age 59 


Case 


W. F. 


Duration of 


Maintenance 


erapy 


61 


2 


9 


9 


{ 


9 


0 


10 


6 


9 


Vitamin B 


Months Dosage 


3000 yg. solution 
every 4 weeks 
1000 ug. 

tablet weekly 


solution 
weeks 


3000 ug. 
every 4 


3000 yg. solution 
every 4 weeks 
1000 ug. 

tablet weekly 
3000 ug. solution 
every 4 weeks 
1000 ug. 


tablet weekly 


solution 
weeks 


1000 yg. 
every 4 


2000 ug. solution 
every 4 weeks 
2000 yg. 

tablets weekly 
1000 yg. solution 
every 4 weeks 
2000 ug. solution 
every 4 weeks 


1000 yg. 
tablet weekly 


3000 ug. solution 
every 4 weeks 
2000 ug. 

tablets weekly 
1000 yg. 

tablets weekly 
1000 ug. solution 
every 4 weeks 
2000 ug. 

tablets weekly 
1000 ug. 

tablet weekly 
3000 wg. solution 
every 4 weeks 
3000 yg. solution 
every 4 weeks 
1000 yg. 

tablet weekly 


3000 yg. solution 
every 4 weeks 


3000 ug. 
tablets weekly 


TABLE 2 
ORAL MAINTENANCE THERAPY WITH VITAMIN Bue 


Blood Values at Start 
of Regular Oral Therapy 
RBC Het. MCV Hgb. 
“mill, Per : Gm 
cu.mm: Cent cu. y) Per Cent 
1.35 16.5 121 6.7 
+.23 12 99 14.1 
1.71 18 105 5.7 
8.65 36 99 12.2 
5.71 12 113 14.1 
2.74 29 106 9.3 
3.74 38 100 11.4 
3.86 538 98 12.2 
1.00 41.5 104 12.7 
1.58 14 100 12.3 
1.96 28.5 145 9.2 
3.80 14 116 13.7 
£.38 15 103 14.8 
3.80 39 102 11.6 
4.34 42 97 13.0 
3.46 10) 115.5 12.3 
1.89 39.5 8] 12.2 
$.05 40) 99 11.0 
3.30 37 112 12.1 
1.93 22 104 8.0 
3.00 36.5 122 11.9 
1.50 42.5 95 13.9 
0.99 12 121 4.7 
3.95 tl 104 13.4 


IN MACROCYTIC 


last 
RBC 


mull. 
cu. mm$ 


1.23 


1.08 


1.88 


3.81 


1.00 


1.34 


1.33 


1.34 


1.50 


1.16 


4.65 


4.54 


1.47 


4.01 


4.50 


£52 


Obseri 


Het 


Per 
Cent 


12 


1) 


10) 


12.5 


¢ 


a 
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ANEMIA 
Blood Values 
WcVv Heb 

Gm, ” 


u) Per Cent 


99 


OR 


OG 


100 


104 


100 


98 


116 


108 


104 


Q7 


Jd 


96 


OG 


94 


97 


96 


Q5 


102 


104 


98 


14.8 


14.8 


13.0 


14.0 


13.6 


14.0 


14.4 
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his accidental death 14 months later. Blood values 
had returned to normal within two months of the 
initial dose of vitamin Bw and remained normal 
until his death 

Case 3 was complicated by mild diabetes, the pa- 
tient being controlled on diet alone, and generalized, 
rather severe arteriosclerosis with Parkinsonism. In- 
itial therapy again consisted of 3000 yg. of vitamin 
Table 1). 
For a period of two months no additional therapy 
was given 


Be in solution, with excellent response 


The red blood cell count continued to rise 
for a period of approximately six weeks, and then 
became stabilized at a level somewhat lower than 
normal. Two months following the initial dose of 
vitamin B regular oral maintenance therapy was 
started, 3000 yg. of the vitamin being given at four- 
week intervals. [There was a further rise of the blood 
values to within the normal range. Therapy was con- 
tinued for a period of 21 months. During the last 
two months of this period there was a slight but 
definite decline in the blood values. Vitamin Bw tab 
lets were then given in a dosage of 1000 yg. weekly, 
and the blood picture became normal and has re 
mained so for a period of seven months. 


Case 4. The patient exhibited a _ satisfactory 
hematologic response to the initial dose of 3000 ug. 
of vitamin Bu. The second dose, four weeks later, 
was followed by another definite increase in reticulo- 
cytes and red blood cells. The third dose of the 
vitamin, two weeks after the second, was followed 
by a less definite response. Doses of 3000 yg. each 
were continued at intervals of four weeks for a total 
period of 15 months. During the last six months of 
this period there appeared to be a very gradual but 
definite decrease in the blood values from the normal 
levels which had been reached earlier. Vitamin Bu 
tablets were then begun, 1000 yg. being given each 
week. There has been no further drop in the blood 
count, and the patient remains asymptomatic. 

Case 5. Here, also, the patient exhibited a satis- 
factory response to initial therapy with 3000 yg. of 
vitamin Be. Through a misunderstanding he was 
temporarily lost from follow-up three weeks after 
his initial treatment, at which time the red cell count 
was still increasing and the percentage of reticulocytes 
remained definitely elevated. He was again brought 
under observation two months later, and it was dis- 
covered that he had received one injection (2 cc.) of 
concentrated liver extract a month before. The blood 
count was slightly below normal at the time he 
returned to our clinic for further therapy, and _ re- 
mained so during the following two and a_ half 
months. He was then given 3000 ug. of vitamin By 
orally, and the blood picture remained stable over a 
six-week period. Regular oral maintenance therapy 
with 1000 ug. of vitamin Bw solution every four 
weeks was then begun. After seven months of this 
regimen, the blood values, which had reached normal 
levels, began to decline and the red cells became 
slightly macrocytic. The dose of the vitamin was then 
changed to 2000 ug. every four weeks. The blood 
picture again became normal. Eight months later, 
slight macrocytosis reappeared and the patient com- 
plained of weakness and of slight numbness and 
tingling sensations in the hands and feet. Vitamin 
Bw tablets, 2000 ug. weekly, were then started. The 
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patient’s symptoms promptly disappeared and after 
eight months of this present dosage he remains in 
satisfactory clinical remission. 

The remaining six cases of pernicious 
anemia had received various types of treat- 
ment prior to the start of regular mainte 
nance therapy with oral vitamin By». 

Case 6. This patient was first found to have 
pernicious anemia in 1948, and had relapsed on 
two previous occasions. The first relapse occurred 
nine months following the interruption of treatment 
with liver extract. She responded well and promptly 
to therapy with parenteral vitamin Bi and was 
maintained in remission on 30 yg. of the vitamin 
intramuscularly every two weeks. Macrocytosis per- 
sisted in spite of the addition of folic acid, ascorbic 
acid, vitamin B complex, or reduced iron to the 
regimen. Parenteral therapy was interrupted a second 
time, and 17 months later the patient was again in 
definite relapse. At this time, 500 yg. of vitamin Bw 
solution was administered orally as described pre- 
viously. Six weeks later 25 ug. of the vitamin was 
given intramuscularly, with a slight increase in 
reticulocytes and red cells. No further therapy was 
given for the next seven months, during which period 
the blood values again declined steadily. She was then 
started on regular oral therapy with 1000 ug. of 
vitamin Bw solution every four weeks. The red cell 
response to the first dose of 1000 ug. was suboptimal 
after two weeks, but again the red cell count con- 
tinued to increase for an additional two weeks. After 
seven months of this regimen, the red cell count was 
still below the normal range and macrocytosis per- 
sisted. The dose of the vitamin was increased to 2000 
ug. every four weeks, which resulted in an increase 
in the red cell count to normal levels. Slight macrocy- 
tosis persisted, however. After 13 months of this 
therapy vitamin Bw tablets were substituted at a 
dosage of 1000 ug. weekly. There has been no signifi 
cant change in the blood values during three months 
of this therapy. 


Case 7. The patient received as initial therapy a 
proprietary preparation containing vitamin Bw and 
intrinsic factor, which was given in a dosage of 30 
ug. of vitamin Bw plus 150 mg. of intrinsic factor, 
daily, for a period of two weeks. Response to this 
preparation was satisfactory according to the criteria 
described previously. Two weeks following cessation 
of this treatment the blood values were declining and 
the reticulocyte count had returned to normal levels. 
Regular oral therapy with 3000 yg. of vitamin Bw 
solution was then begun, with doses given at an 
interval of two weeks because of the presence of 
rather severe subacute combined sclerosis. A secondary 
reticulocyte response was observed. The increase in 
red blood cells during the following two weeks ex- 
ceeded that which had followed the initial course of 
therapy. After 12 months of this treatment the blood 
values remained at a normal level. Vitamin Bw tab 
lets, 2000 yg. weekly, were then begun. There has 
been no significant change in the blood picture during 
six months of this regimen. 


Case 8. The patient in this case had been treated 
for three and a half years with intramuscular vitamin 
Biz, the most recent dosage being 100 yg. every four 
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weeks for a period of six months. She has received 
vitamin Bw tablets, 1000 yg. weekly, for a_ period 
of seven months, with results at least as good as, 
and perhaps better than, those observed during paren- 
teral therapy. 

Case 9. This patient had been satisfactorily main- 
tained for a period of 10 months with 60 yg. of 
vitamin Bie given intramuscularly every four weeks. 
Therapy was then changed to 1000 yg. of vitamin 
Bi solution orally every four weeks for a period of 
nine months, at which time observations were termi- 
nated because of nitrogen mustard therapy for carci- 
noma of the lung. Again, results compared favorably 
with those observed on parenteral therapy. 

Case 10. The patient had been satisfactorily main- 
tained for a period of 30 months with intramuscular 
injections of vitamin Bw, the most recent dosage 
being 100 ug. every two months. He has been treated 
for only four months with vitamin Bw tablets, 2000 
ug. weekly. There has been no significant change in 
the blood picture during this time. 

Case 11 illustrates the great variability in response 
to therapy which is seen among patients with per- 
nicious anemia. In connection with some other studies 
being carried out in our laboratory, he was given 
5 wg. of vitamin Bw intramuscularly, a dose which, 
it was thought, should produce little if any hemato- 
poietic response. Instead, a prompt and _ prolonged 
response ensued, persisting for a period of two months. 
Maintenance therapy with vitamin Bw tablets, 1000 
ug. weekly, was then started. The blood values con- 
tinued to improve, reaching normal levels within three 
months and remaining there for the remainder of the 
nine-month period of oral therapy. 


Three patients with “nutritional” macro- 
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cytic anemia are included in this study. All 
of these patients were found to have macro- 
cytic anemia, with megaloblastosis of the bone 
marrow and free hydrochloric acid in the 
gastric juice after histamine injection. None 
had evidence of neurological disease. Two of 
the three have received no therapy other than 
the oral administration of vitamin B,, and 
correction of the diet when necessary. The 
third patient had been previously treated 
with folic acid, but relapsed 27 months after 
therapy was discontinued. 

The dosage of vitamin B,. administered to 
these patients was similar to that given the 
patients with pernicious anemia. 

Case 12. The patient received 500 ug. of vitamin 
Bw in solution as initial therapy without significant 
hematopoietic effect. Four weeks later, 3000 yg. of 
the solution was administered orally and produced 
a satisfactory hematopoietic response. Similar doses 
were then given at four-week intervals for a period 
of 10 months. Blood values rose steadily, reaching 
normal levels after a period of three months. When 
therapy was discontinued, blood values remained un- 


changed for a period of six months and then began 
to decline steadily, a red cell count of 1.25 million 
per cubic millimeter being reached 15 months after 
cessation of treatment. It is of interest to note that 
this decline occurred despite the institution and main- 
tenance of a normal diet. This patient has since re- 
sponded a second time to oral vitamin Bw therapy 


(Fig. 1). 


FIG. 1 
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Hematologic data and serum vitamin By» levels in a patient with “‘nutritional’’ macrocytic anemia treated with oral vitamin 
Bio (Case 12). 
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Case 13. This was the patient who presented the 
clinical syndrome of “non-tropical” sprue, and_ re- 
sembles case 12 in that hematological and clinical 
relapse occurred after withdrawal of therapy, despite 
an apparently adequate diet. He has since been main- 
tained satisfactorily on 3000 ug. of vitamin Bi solution 
every four weeks for a period of 10 months, and 
more recently on 1000 yg. of the vitamin in tablet 
form weekly. Results of the two types of oral therapy 
appear to be equally good. 


Case 14. The patient presented a picture of severe 
macrocytic anemia at the time of initial oral therapy 
with 3000 ug. of vitamin Be (solution). Hematologic 
response was prompt and marked, with continued 
improvement for a period of two months. At this 
point the red cell count became stabilized at slightly 
less than 4.00 million per cubic millimeter and did 
not increase during the next four months. Macrocytosis 
was still 


Vitamin B 


present. Therapy was then changed to 


tablets, 3000 yg. weekly. This treatment 
has been continued -for nine months, during which 
time a normal blood picture has been established. 

Levels During Oral 
The range of vitamin 
Bj. concentration in the serum of normal 
subjects, as determined by the microbiological 
technic employed in this laboratory, is from 
0.07 to 0.42 mpg, ml. Patients with macrocytic 
anemias in relapse have been found to have 
levels of vitamin B,. in the serum which are 
consistently below the normal range.* In nine 
of the 14 patients in this series serum vitamin 
B,. determinations were carried out prior to 
therapy of any tvpe. Serum vitamin B,. con- 


Serum Vitamin By» 


Maintenance Therapy. 


TABLE 3 


VITAMIN Be ACTIVITY OF SERUM OF PATIENTS 
WITH MACROCYTIC ANEMIAS IN RELAPSE 
AND DURING REMISSION MAINTAINED 


BY ORAL VITAMIN Be THERAPY 
Duration of Oral 
ictivity of Therapy at Time 
Vitami E Serum of Last Serum 
Before There ifter Therapy By. Determination 
( eNn mye om mM yk ml Months 
| 0.02 025 25 
» O05 0.17 5 
, OA ().22 28 
t 1.05 O.15 21's 

% 0.02 O.11 23 
6 ool 0.68 phe J 
7 Oe 0.24 18 
8 0.31 6 
i) 0.00 0.21 2 
10 0.47 t 
i 0.66 8 
12 0.02 0.10 3 
0.05 0.38 5 
13 0.26 18 
14 0.38 9 
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centration in this group ranged from 0.0 to 
0.05 myg/ml. (Table 3). After periods of oral 
vitamin B,. therapy of 2 to 28 months all 
patients were found to have serum vitamin 
B,. concentrations within or above the normal 
range. 

Repeated observations of serum vitamin 
B,. levels in case 12, a patient with “nutri 
tional” macrocytic anemia, who relapsed after 
withdrawal of therapy, show a decline to 
subnormal values of serum vitamin By,» levels, 
paralleling the fall in the blood count (Fig. 
1). When the patient was again given oral 
vitamin B,». therapy, serum concentrations ol 
the vitamin returned to within the normal 
range. 

Response of Neurological Manifestations of 
Pernicious Anemia to Oral Vitamin B,. 
Therapy. Three of the 11 patients with per- 
nicious anemia in this study were found to 
have evidence of subacute combined sclerosis 
of the spinal cord at the time of first exami- 
nation. 


The patient, case 5, showed paresthesias of 
all extremities, increased deep tendon reflexes 
in both lower extremities and in the right 
arm, absent vibratory sensation in both legs, 
and definite ataxia. Response to initial oral 
vitamin By, therapy was prompt. At the 
present time the only abnormalities which 
persist are hyperactivity of the tendon _ re- 
tlexes and very mild ataxia. In case + there 
was presented a clinical picture of subacute 
combined sclerosis which was of somewhat 
greater severity than in the preceding case. 
Paresthesias, increased tendon reflexes in all 
extremities, absent vibratory and_ position 
sense in the legs, definite ataxia, and a posi- 
tive Babinski sign on the left were present. 
Marked improvement followed oral vitamin 
B,. therapy, and at the present time hyper- 
active deep tendon reflexes in the extremities 
remain as the only evidence of the neurologic 
disorder. Advanced subacute combined sclero- 
sis Was present in case 7 at the time of ad- 
mission, with paresthesias and marked hyperes- 
thesia of the hands and feet, hyperactive deep 
tendon reflexes, positive Romberg test, bi- 
lateral Babinski signs, impaired vibratory and 
position sense in all extremities, and severe 
ataxia. There was marked improvement in 
his neurological condition upon treatment 
with a combination of vitamin B,. and an 
intrinsic factor concentrate, and further im- 
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provement was observed on therapy with oral 
Vitamin By. alone. However, the positive 
Romberg and Babinski signs persist, as does 
a mild ataxia. Sensory examination reveals no 
abnormality at the present time. 


Discussion 


Vitamin B,., given orally in a single dose 
without a source of intrinsic factor is seldom 
effective in initiating a satisfactory hemato- 
logic response in patients with miacrocytic 
anemias unless the amount given is 3000 yg. 
or more.t-!2) The amount of the vitamin 
which must be given orally to assure an ade- 
quate response in such patients has not been 
determined and tew data are available re- 
garding the duration of the response obtained 
after the administration of single oral doses. 
Conley'® has reported that one patient with 
pernicious anemia was satisfactorily main- 
tained in remission tor a period of 14 months 
with the administration of 1000 yg. of vitamin 
By. orally every tour weeks; a second patient 
did not respond well to this dose of the 
vitamin but was maintained - satisfactorily 
with a dose of 2000 ,g. of the vitamin at four- 
week intervals. The results of the daily ad- 
ministration of smaller amounts of the vita- 
min have been highly variable? 13-1 

It has been our experience that in most 
instances a satisfactory initial therapeutic re- 
sponse may be obtained in patients with 
macrocytic anemia by the oral administration 
of 3000 pg. of vitamin By», and that remis- 
sion may be maintained by giving the vitamin 
in doses of 3000 yg. every four weeks or 1000 
pg. weekly. However, the response of different 
patients to a specified dose of vitamin By», 
whether given orally or parenterally, varies 
widely and unpredictably. This necessitates 
adjustment of the dose to the needs of the 
individual patient regardless of the route of 
administration. 

Levels of the erythrocyte count which have 
been attained during maintenance therapy 
with oral vitamin B,. are similar to those 
which have been reported previously from 
this'® and other laboratories! 2° for patients 
treated with parenteral vitamin By», folic acid, 
liver extract, or combinations of these anti- 
anemic substances. Slight macrocytosis persists 
in some patients, a finding which has been 
noted following the use of all types of thera- 
peutic agents in macrocytic anemias. 
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It is of considerable interest that two of 
three patients with “nutritional” macrocytic 
anemia suffered relapse when specific therapy 
was withdrawn, despite the fact that they 
were consuming diets which were judged to 
be nutritionally adequate throughout the 
period of study. One of these patients pre- 
sented the clinical picture of “non-tropical” 
sprue. These observations would seem to raise 
some doubt as to the “nutritional” origin of 
at least some of the megaloblastic anemias 
which are accompanied by the finding of free 
hydrochloric acid in the gastric juice. 

Improvement in the signs and symptoms 
of subacute combined sclerosis in three pa- 
tients with pernicious anemia, treated with 
oral vitamin By. alone, appeared to be as 
satisfactory as might have been expected if 
parenteral therapy with the vitamin had 
been employed. This observation is in agree- 
ment with the findings of Reisner and 
Weiner?! who reported that parenteral doses 
of vitamin B,s, which were adequate for in- 
duction of satisfactory hematologic response, 
were also adequate for therapy of subacute 
combined sclerosis. 

The finding of serum vitamin By» levels 
below the normal range in patients with 
macrocytic anemia prior to therapy, and dur- 
ing relapse after withdrawal of therapy, sug- 
gests that this determination may prove use- 
ful in the diagnosis and management of this 
group of anemias. 


Summary 


Satisfactory hematologic remission can be 
induced and maintained in patients with per- 
nicious anemia and “nutritional” macrocytic 
anemia by the oral administration of large 
doses of vitamin B,.. This form of therapy 
appears to be as effective in the treatment of 
the neurological complications of pernicious 
anemia as is parenteral injection of the vita- 
min. Dosage of vitamin B,. must be adjusted 
to meet the requirement of the individual 
patient regardless of the route by which it is 
administered. 

Observations in two patients with “nutri- 
tional” macrocytic anemia tend to raise some 
doubt as to the nutritional origin of at least 
some of these anemias. 


Determination of vitamin B,, activity in 
serum appears to be of assistance in the diag- 
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nosis and management of macrocytic anemias. 
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Discussion (Abstract) 


Dr. R. Wayne Rundles, Durham, N. C. This paper 
is a timely one. It is not too surprising to find that 
patients with pernicious anemia can absorb vitamin 
Bu presented to them by the oral route. Minot and 
Murphy showed originally that a diet rich in liver 
was able to produce remissions in this disease, al 
though not as promptly or as effectively as those 
produced in later years by the parenteral administra 
tion of liver extract and other products. 

Dr. Wintrobe showed some time ago that the 
administration of large amounts of brewer's yeast 
would result in reticulocytosis and improvement in 
patients with pernicious anemia. Now we think that 
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pernicious anemia comes about as a deficiency disease 
because these individuals lack an enzyme in_ their 
gastric secretions which ts necessary for the absorption 
of Bw. 


People with pernicious anemia, even when the 
disease is in relapse, have an adequate amount of 
Bw in their gastrointestinal tract. It is the transport 
ot this vitamin, a millimeter or less, from the lumen 
ot the intestinal tract into the blood stream, that leads 
to these deficiencies. We do not know for sure 
whether all individuals with this disease have an 
absolute lack or only a partial lack of intrinsic factor. 
Ihe amount of intrinsic factor may fluctuate also, 
since we know that the disease may exacerbate during 
periods of fever, infection, and so forth. 

[he important thing Dr. Unglaub has told us is the 
fact that the requirement for oral administration of 
Bw is very large. It is one, two, or three hundred 
times the amount that would be effective by paren- 
teral administration. This has some practical bearing 
on the management of pernicious anemia. For many 
vears we have been accustomed to the lavish use of 
liver. It has been known, for instance, that at least 
10 times as much refined liver extract is manu- 
factured as was required to treat all the patients with 
pernicious anemia in the country. I suppose we are 
even more lavish with the use of vitamin Bi because 
it is cheaper and it is more widely distributed in 
pharmaceutical products. I was interested in a recent 
report to the effect that the richest source of vitamin 
Be in nature at the moment is in the Milwaukee 
sewage. 

You will notice that Biz: in small amounts is put 
in many vitamin products and vitamin tablets. When 
we know now that 1000 or 3000 micrograms of Bw 
is necessary per week, the 5, 10, or 50 micrograms of 
Bw per tablet is rather small when one thinks of 
the requirements of a patient with pernicious anemia. 
This is also interesting when we reflect that as far 
as we know pernicious anemia is the only disease 
that we associate with vitamin Bw deficiency and that 
the administration of this vitamin to other patients 
probably contributes to the sewage concentration. 


We are faced, then, with three ways of handling 
pernicious anemia practically. One, we can continue, 
as we have, in giving it bv intramuscular injections, 
one microgram a day, or thereabouts, being usually 
effective, or we can give the material orally and 
give with it sources of intrinsic factor which pro- 
motes its absorption. Or we can give the very large 
amounts that we have learned are necessary. 

With reference to nutritional macrocytic anemia,— 
this is probably quite a different disease. As you 
have heard, such patients who were studied did not 
have neurologic disease, and at least those I have 
seen have not had the smooth tongues which indi- 
viduals with pernicious anemia have. The effects of 
the deficiency in the tissues is different. 





Now, whether this is a Bw deficiency or funda- 
mentally a folic acid deficiency is, perhaps, something 
we should discuss at greater length. At least this 
tvpe of anemia, a nutritional macrocytic anemia, is 
sometimes hard to distinguish, but it occurs in infants, 
pregnant women, alcoholics, and individuals whose 
diet is grossly deficient in protein foods. It also occurs 
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in individuals who have intestinal strictures, some 
patients with ulcerative colitis, and so on. We know 
that this disease can be largely, if not completely, 
corrected by the administration of 1.5 mg. of folic 
acid a day. Some of these individuals do not respond 
to Bi at least parenterally. In these experiments, 
we would have to suppose that four-fifths or more 
of this tremendous amount of Bw is absorbed, and 
under these circumstances one might not have any 
failures in nutritional macrocyvtic anemia, such as 
would be observed with the usual doses of parenteral 
therapy. 

I think this is extremely interesting, because we 
know that folic acid in pernicious anemia is an 
incomplete answer to that deficiency and the opposite 
prevails in nutritional macrocytic anemia. The larger 
amounts, even though some may not be absorbed, 
would be very effective. I think this is an interesting 
and very useful observation that tells us more about 
how these deficiencies come about and the possibili- 
ties for their treatment. If the huge amounts of 
Bw are economically feasible, pernicious anemia could 
be treated, perhaps with no more than the usual 
uncertainties of oral administration, by these large 
amounts of Bu. 

Dr. Unglaub (closing). We have observed before, 
and at the present moment have a patient with nutri- 
tional macrocytic anemia who does have a _ glossitis 
indistinguishable from that of pernicious anemia. 
This man is of interest because he has shown a 
better than average response on the ordinary hos- 
pital diet alone, with no other therapy. 

Some of these patients with nutritional macrocytic 
anemia do impress us as possibly being not primarily 
nutritional at all, and we feel that some other defect 
may be involved. Whether it is a defect of absorption 
of Bu, or possibly folic acid from dietary sources, 
or whether it is a defect in some serum factor 
which is concerned in the metabolism of Bu, we do 
not know. We have that under investigation at the 
present time. But there are great differences in the 
patients classified as having nutritional macrocytic 
anemia. As Dr. Rundles pointed out, some of these 
patients respond well to folic acid after failure of 
vitamin Bre. 
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The patient in the series who had_non-tropical 
sprue is of some interest in that he was given oral 
vitamin Bw in small doses as his initial therapy 
several years ago, with no response. When a source 
of intrinsic factor was added to that he got an 
excellent hematologic response. He relapsed and then 
later was satisfactorily maintained on folic acid. Fol- 
lowing his last relapse, after his own discontinuance 
of therapy, he has responded to oral Buy alone. 

We do not feel that these large doses are recom- 
mended for routine therapy at the present time. I 
tried to emphasize a point that applies not only to 
the oral administration of Bi alone, but to the 
proprietary preparations which contain Biz and _ in- 
trinsic factor concentrates, to parenteral Bu, and 
also to folic acid, because there is a great variability 
in response of the individual patient. We have 
some patients with pernicious anemia of several years 
duration who have been satisfactorily maintained on 
as little as 15 micrograms of the vitamin intramuscu- 
larly every four months. On the other hand, we have 
the one patient in this series who received 100 micro- 
grams every four weeks and still had an unsatisfactory 
response. Patients must be followed carefully regard- 
less of what type of therapy they are getting, and the 
dosage has to be frequently readjusted whether given 
orally or parenterally. 


As far as the economics are concerned, it is con- 
ceivable with the present decline in the price of 
vitamin By that oral therapy with Bw alone may 
be feasible. Preparations intended for oral use are, 
of course, less expensive to manufacture than the 
sterile solutions required for parenteral administra- 
tion. Although relatively little vitamin Bu is con- 
tained in the U.S.P. preparations of vitamin Bw and 
intrinsic factor concentrates, the concentrate itself 
is quite expensive. Thus, the daily cost to the 
patient, when such preparations are given, may ac- 
tually exceed that incurred by the oral administra- 
tion of these comparatively large amounts of vitamin 
Be alone. However, at the present time, the U.S.P. 
Anti-anemia Preparations Advisory Board has not 
recommended such use of vitamin Bri. Additional 
studies of the type we have reported here are needed 
before adequate dosage schedules can be established. 
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Arsenic in the ‘Treatment of Asthma: 
O. C. HANSEN-PRUSS, M.D., Durham, N. C.+ 


The disinterment of arsenic for the treatment of asthma, treatment antedating modern 
concepts on the pathogenesis of the disease, has the effect at least of acquainting a younger 
generation of physicians with the hazards of the administration of potassium arsenite. 


Introduction 


THE YrREATMEN? of a chronic illness, in this 
instance asthma, makes use of many varied 
compounds and procedures. These include 
the blatantly advertised “asthma cures,” which 
cause so much misunderstanding in, and hard- 
ship to, asthma sufferers. 

We are concerned here with the role of 
inorganic arsenic in the treatment of asthma. 
Arsenic has been used as a therapeutic agent 
for many centuries. At one time it was an 
important tool of professional poisoners. 
Arsenic, mercury, antimony were an important 
therapeutic trilogy. The effects of 
mercury were overt and soon recognized, con- 
sisting of salivation, gingivitis and, finally, 
loss of the teeth. Antimony was employed 
mainly as a cosmetic base. The toxic effects of 
arsenic, particularly of the inorganic form, 
were soon found to be very insidious. Even to 
this day these toxic effects are not clearly 
understood and not always promptly recog- 
nized. 


tox 


It has been known for thousands of years 
that the repeated administration of small 
amounts of arsenic will soon lead to a toler- 
ance to this drug so that massive doses of in- 
organic arsenic will be innocuous. However, 
we are concerned mainly with the effects of 
small, “therapeutic’”’ doses of this chemical on 
the human system. 

Inorganic arsenic is absorbed promptly 
through the gastrointestinal tract, through the 
skin when applied in the form of ointments, 
and through the mucous membranes. When 
inorganic arsenic has been absorbed it has a 
predilection for the cells of the skin, the hair, 
nails and those of other epithelial tissues. In 
these cells it attaches itself firmly to a protein. 
To a lesser degree inorganic arsenic seeks out 


*Read before the Section on Allergy, Southern Medical As- 
sociation, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954. 

+From the Division of Allergy, Department of Medicine, 
Duke University School of Medicine, Durham, ; 


the endothelial tissue, particularly in the liver, 
kidney and central nervous system. 

The attachment of inorganic arsenic with 
the protein in the epithelial and endothelial 
cells is firm and, for this reason, the excretion 
of inorganic arsenic is slow. It has been 
estimated that inorganic arsenic will be 
demonstrated in the skin, hair, nails of an in- 
dividual who has taken this compound for 
many years after he has ingested it. Some 
chemists presume that the fixation of inor- 
ganic arsenic in these tissue cells is so firm 
that its presence in these tissues can be de- 
tected for many years after the recipient has 
died. Its existence can be demonstrated 
until all the tissues concerned have been com- 
pletely destroyed. 

Organic arsenic, on the other hand, is more 
loosely bound. A study conducted in our De- 
partment of Biochemistry on many patients 
who received organic arsenicals for the treat- 
ment of syphilis showed that the presence of 
arsenic, by the usual biochemical methods, 
could not be demonstrated 8 to 12 months 
after the repeated injection of an arsenical 
compound, such as arsphenamine or neo- 
arsphenamine. The only exceptions to this 
were the few patients who developed a severe 
arsenical dermatitis. 


The normal person excretes 0) to 0.05 mg. of 
arsenic per 100 cc. of urine over a twenty- 
four hour period. These figures are based on 
a study of over a hundred medical students of 
this school under the direction of Dr. Hay- 
wood Taylor. Patients treated with organic 
arsenicals will excrete abnormal amounts of 
arsenic in the urine not longer than four to 
six months after the administration of a com- 
pound containing such arsenic. On the other 
hand, patients who have ingested or received 
inorganic arsenic in appreciable amounts by 
any other means will excrete abnormal 
amounts of arsenic in the urine for 8 to 12 
months after the last administration of this 
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chemical. Furthermore, organic arsenic will 
not be deposited in the hair, skin or nails in 
a firmly fixed form except after prolonged 
use of such a drug, in contact to the prolonged 
retention of inorganic arsenic. 

The deposition of inorganic arsenic in the 
epithelial cells produces various histologic 
changes. In the skin these changes invite 
hyperplasia resulting in keratotic areas; on 
other occasions the reaction leads to atrophic 
dermal changes. An acute inflammatory re- 
sponse is rarely observed. The resulting skin 
lesions are seen most commonly over the 
knuckles and joints of the toe, the ankles, the 
extensor surfaces of the extremities and rarely 
on the face. They seem to occur where the 
superficial vascular bed is less abundant. In 
many respects the distribution of the skin 
lesions resulting from chronic inorganic 
arsenic poisoning simulate that seen in psoria- 
sis. Not infrequently patients who have re- 
ceived inorganic arsenic for a long time 
develop warty, hyperplastic lesions on the 
palms of the hands and soles of the feet. Un- 
fortunately, a fairly large percentage of these 
lesions become malignant after months or 
years. Such skin eruptions have been de- 
scribed in individuals who had received their 
last dose of inorganic arsenic 10 to 15 years 
previously. In some instances these warty, as 
well as the hyperplastic skin lesions, become 
truly cancerous lesions very soon after their 
appearance. 

The mucous membranes, the liver, kidneys 
and other tissues rich in endothelial cells do 
not present reactions to injury which can be 
considered diagnostic of intoxication with 
inorganic arsenicals. The injury of these en- 
dothelial components can then be attributed 
to inorganic arsenic only by a careful analysis 
of the patient’s history, the presence of the 
skin lesions described and as a result of various 
biochemical studies. 
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Material Studied 

This report is based on an observation of 
17 adult patients, ranging in age from 33 to 
65 years. Of these 12 were males and 5 were 
females. All of them were white. This is 
probably due, in part at least, to the fact that 
the treatment which uses inorganic arsenic, 
namely the “Gay Treatment,” in our section 
of the country, is still quite expensive. The 
majority of the males were younger than the 
females and this can be explained by the 
greater urge of the working male to find a 
“cure” for his affliction. The individuals 
studied received this treatment over a period 
ranging from two weeks to two and one-half 
years. The time interval elapsed between the 
last administration of inorganic arsenic, which 
is a part of this treatment, until they came to 
Duke Hospital, ranged anywhere from three 
weeks to three years. All of these patients 
came to the Duke Hospital Clinic because the 
sought-for “cure” had not materialized. Ta- 
ble 1 shows the number of patients, their 
sex and age, the duration of their exposure 
to the “Gay Treatment” and the time in- 
terval between the last administration of the 
“Gay Treatment” and the visit to the Duke 
Hospital Clinic. 


Method of Study 


Every patient received a complete allergy in- 
vestigation comprising a thorough medical and 
allergy history, a minute physical examination 
and necessary peripheral blood studies, x-ray 
films of the chest and fluoroscopy, including 
films taken to estimate the aeration of the 
lungs, the indicated intradermal skin tests, 
bacteriological study of the sputum or naso- 
pharyngeal secretions, the indicated nose and 
throat survey and pulmonary function studies. 
In addition, they were subjected to biochemi- 
cal investigations to determine their liver and 
kidney function tests. In many instances, hair 


TABLE | 


No. of 
Patients Age Sex 
Youngest Oldest M F 2 wks. 4-6 
or less wks. 
4 33 62 4 0 i 0 
5 32 65 1 1 0 iM 
4 47 63 2 2 0 0 
4 61 65 2 2 0 0 
Tot. 17 12 5 


Duration of “Gay Treatment” 


Interval Before Visit to Duke Hospital 


1-1% 2-3 2-6 1-2 2-3 
yrs. yrs. mos. yrs. yrs. 

0 0 4 0 0 

0 0 2M+1F 1 1 
IM+ 2k 1 2M IF IF 
2M +2F 0 IF 2 IF 


es 








obtained from these patients, usually from the 
pubic analyved for arsenic. 
Finally, 24 hour urine collections were ob- 
tained in every case and analyzed for their 
arsenic content. When indicated, a consulting 
dermatologist and neurologist examined the 
patient. 


region, was 


Results 


The observations made on the 17 patients 
are recorded by reporting illustrative examples 
of the effect of inorganic arsenic on selected 
individuals of this group. 

Case 1. Minor Skin Eruption; Mild Hepatic Injury. 
R. A., male, age 42 vears, having mild, non-seasonal 
allergic rhinitis of 20 years duration. There was 
marked susceptibility to head and chest colds since 
childhood. The onset of asthma had been 15 months 
before his first visit to Duke Hospital. No previous 
allergy survey, desensitizing or vaccine therapy had 
been done. F. H.: was negative for the common allergic 
disorders and the collagen diseases. 

The clinical impression was: recurrent tracheobron- 
chitis; allergic rhinitis; asthma, mainly of the in 
trinsic type, and moderately severe obstructive em- 
phvsema. 

The accessory findings were: a normal peripheral 
blood picture except for 8 per cent eosinophiles; a 
sputum loaded with gram positive cocci and diplococci 
in clumps and chains; a normal urine and _ blood 
serology. 

X-ray studies of the chest disclosed a rather marked 
emphysema, and contrast films, as well as fluoroscopic 
examination, showed low, flat diaphragms and poor 
aeration. This was emphasized by pulmonary function 
studies (carried out by Dr. Hickam of the Cardio- 
pulmonary Laboratory) which were reported as “venti 
lation restriction and insufficiency compatible with 
puimonary emphysema and fibrosis.” 

The EKG and complete otolaryngological examina- 
tions were essentially negative. 

Intradermal skin tests to 155 common allergens 
yielded positive reactions to timothy grass, short rag 
weed, house dust, hormodendrum, fusarium, oidomvycin. 


Aerobic and anaerobic cultures of the sputum 
vielded: Staphylococcus aureus, Streptococcus hemoly- 
ticus, N. flava and a mixture of anaerobic bacteria. 

[his patient received inorganic arsenic in the form 
of Fowler's solution, 20 to 28 drops three times a day 
in conjunction with Aminophylline, potassium iodide 
for 2 weeks; then with cortisone, ACTH and, finally 
with increasing doses of epinephrine, subcutaneously 
and intramuscularly. He was taking cortisone, 100 mg. 
a day, when he came to Duke Hospital two and one- 
half weeks later. On admission he was in “status 
asthmaticus.” The skin was dry and there was a 
slight increase in pigmentation, a slight keratosis over 
the knuckles, knees, shins and elbows. An interesting 
finding was an acute conjunctivitis of the left eve with 
edema of the soft tissues. 

His urine arsenic in 24 hours was 2.0 mg., which is 
almost one hundred times the normal. The liver 
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function tests showed as the only abnormality a 5 
per cent retention of bromsulphalein in 45 minutes. 
The kidney function tests were normal. 

The patient was taken off cortisone within 6 days, 
responded nicely to the usual anti-asthmatic remedies, 
and left the hospital 18 days after admission, symptom- 
free. 


Case 2. Severe Maculopapular Skin Eruption; No 
Ividence of Hepatic Disease. R. M. C., female, age 
56 vears (Duke No. A-10316), gave a history of re- 
current attacks of bronchitis, often followed by 
asthma since the age of 30 years. In addition, she had 
suffered from seasonal (autumnal) hay fever since 
the age of 13 years. A marked susceptibility to head 
and chest colds ensued which finally made the attacks 
of asthma her main concern. With increasing age 
exertional dyspnea, when asthma-free, increased. Her 
previous personal history, and also her familial history 
were negative for the common allergic disorders. 

She was a thin, orthopneic and dyspneic woman 
when examined at Duke Hospital last January. There 
Was an extensive maculopapular, erythematous erup- 
tion over the dorsum of the feet, about the ankles and 
over the knuckles; on the elbows the skin was dry 
and almost lichenified. In these areas, it was darkly 
pigmented. Fissures and vesicles were absent. The 
nails were not remarkable (no ingestion of inorganic 
arsenic in 3 years). The chest was emphysematous 
with a limited equilateral expansion, low diaphragms, 
absent breath sounds and scattered inspiratory musical 
rales. The heart was normal; the blood pressure 
120/86; the rest of the examination was not remarkable. 

The accessory clinical findings showed a normal 
hemoglobin, hematocrit, and white blood count; but 
the differential white blood count formula had 12 per 
cent eosinophiles. The blood serology, urine, stool were 
normal. The blood electrolytes, kidney function tests 
and other biochemical studies were normal and the 
liver function tests were normal. 

The EKG showed no abnormalities. The fluoroscopic 
and x-ray studies of the lungs revealed the expected 
changes produced by emphysema. Pulmonary function 
studies were not done. 

The intradermal skin tests yielded positive reactions 
to a number of common pollens, inhalants and fungi. 

Sputum culture gave N. flava, N. sicca, Str. viridans 
and a mixture of anaerobic bacteria. 


The patient had taken the “Gay Treatment” for one 
and a half years, approximately two vears before she 
returned to Duke Hospital because she had not been 
benefited and had tried various other “asthma cures” 
in the interim. Her urine arsenic at this time was 
entirely negative. The pubic hair still gave a positive 
test for arsenic. 

The patient was again instructed in the accepted 
anti-asthmatic regime, the use of anti-spasmodics, in 
breathing exercises to counteract the handicaps caused 
by the emphysema, and was begun again on a sys- 
tematic course of desensitizing and autogenous vaccine 
treatments. The patient suffers from many psycho- 
physiological manifestations which pose an added 
problem. However, when she was last seen in the 


Clinic, five months ago (four months after she left 
the hospital), she seemed happier, had gained more 
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insight into her problems and she had ceased to hunt 
for a “quick cure.” 

This is an example of rather severe, generalized 
dermatitis occurring one to three vears after the inges- 
tion of inorganic arsenic. 


Case 3. Severe “Anxiety Reaction,” Frequent Diz- 
ziness, Generalized Weakness; Frequent Nausea and 
Vomiting; Marked Nasal Obstruction; Mild Bron- 
chospasm; No Skin Lesions. This was a 34 vear old 
female (Duke No. B-30326). 


Ihe patient had always been very susceptible to 
head and chest colds, with “pneumonia” every winter. 
\t the age of 50 years she began to notice an increas- 
ingly severe nasal obstruction, worse in the morning 
and during changes of weather, some sneezing and a 
profuse watery rhinorrhea. The symptoms were not 
characteristic of a true allergic rhinitis. She soon 
began to lose weight, from 165 pounds in 1950 to 125 
pounds in November 1952. She had developed a 
pruritic vesicular rash on the fingers of both hands 
with every accentuation of her nasal discomfort. Six 
months after the onset of the nasal symptoms she 
developed a harassing, hacking cough and later this 
was followed by bronchospasm. The patient’s past 
personal and familial history was negative for the 
common allergic disturbances. 


She was very tense, obviously suffering from nasal 
obstruction, and well developed. The general physical 
examination disclosed nothing abnormal except for a 
marked turgescence of the nasal membranes and a 
mild cystic mastitis. 


The hemoglobin, RBC count, WBC count, hemato- 
crit and the peripheral blood smear were normal, ex- 
cept for 9 per cent eosinophiles. The total eosinophile 
count was 1,078 per cm. of blood. The blood serology, 
sedimentation rate, urine, stool examinations showed 
nothing abnormal. Complete blood chemical studies 
vielded normal results and the kidney and liver func- 
tion tests were normal. ‘The basal metabolic rate was 
5 per cent. The nasal smear showed only a_ few 
eosinophiles. 


X-ray and fluoroscopic examinations of the chest, 
sinuses, gastrointestinal tract and urinary tract were 
all normal. The EKG was normal. 


Intradermal skin tests were essentially negative ex- 
cept for slight reactions to house dust, rhizopus, 
alternaria and trichoderma. 


Cultures from the nose and throat, the sputum 
vielded N. flava, N. sicca, Str. viridans and a mixture 
of anaerobic bacteria. 

The patient received the “Gay Treatment” in Biloxi, 
Mississippi for six weeks, 16 months before she re- 
turned to Duke Hospital. She had noticed no im- 
provement in her nasal or bronchial symptoms. Her 
urine arsenic on admission was 0.1 mg. in 24 hours, 
which is ten times normal. 


In this patient, the presence of an excessive amount 
of arsenic in the urine could be interpreted as an 
instance of arsenic poisoning leading to psychosomatic 
disturbances.. 


Case 4. Severe Chronic and Recurrent Skin Lesions; 
Severe Hepatic Damage with Hepatic Failure; Renal 
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Insufficiency. A. D., female, aged 65 years (Duke No. 
51789), had allergic rhinitis, worse in the fall and 
beginning in childhood. Onset of asthma was at age 
28 years, often with the rhinitis, but not truly sea 
sonal. She developed an increasing susceptibility to 
chest colds which were usually accompanied or fol- 
lowed by asthma. Because of her occupation as a 
circus trapeze artist, she did not find the opportunity 
to have the proper medical care. After marriage, the 
rhinitis and asthma improved; she ascribed this to a 
more orderly life and hoped that she would outgrow 
her allergies. When this did not materialize, she 
began to seek various advertised “asthma cures.” 

Her past personal history was otherwise negative 
for allergy. Her familial history could not be asce1 
tained. 

After her first visit to the Duke Hospital Clinic, it 
became apparent that she was seeking a quick and 
permanent cure for her increasingly severe asthma. 
Since this could not be promised to her, she visited a 
clinic in a nearby town where she received the “Gay 
Treatment.” 

Her family physician estimated that she took the 
solution containing inorganic arsenic, off and on, foi 
about one and a half to two years. About two months 
after she discontinued this treatment, she became very 
ill, had severe nausea and vomiting, diarrhea, became 
jaundiced and then developed generalized anasarca. 
She stated that she had developed a recurrent, at times 
pruritic, erythematous, scaling eruption involving the 
trunk, extremities (extensor surfaces), about eight 
weeks after she began the “Gay Treatment.” 

Her urine, skin and hair arsenic content were not 
determined at that time. The BSP test showed 20 per 
cent retention of the dye after 45 minutes. The plasma 
proteins were: albumin 2.5 Gm., globulin 3.0 Gm. 
The urine contained a large amount of albumin and 
the sediment many hyaline and granular casts. No 
other laboratory determinations were done. 

There had been a transitory improvement in hei 
bronchospasm. The patient gradually improved insofar 
as the liver and kidney damage were concerned. How- 
ever, the episodes of asthma, the paroxyms of cough 
and the exertional dyspnea gradually grew worse. 
She became increasingly weaker and soon began to 
complain of irritability and inability to concentrate. 
Reading and sewing became very difficult. 

The patient was readmitted to Duke Hospital about 
three years after she had discontinued the “Gay 
Treatment.” She was large framed, somewhat over- 
weight, afebrile and emotionally unstable. She was 
quite orthopneic, dyspneic and harassed by a paroxys- 
mal, dry cough, accompanied by wheezing. The skin 
was dry and hyperkeratotic plaques were present on 
the palms of the hands and soles of the feet. There 
was an indistinct lichenification and pigmentation 
across the knuckles, dorsum of the feet and about the 
ankles three spider angiomata were present on the neck 
and chest. ‘There was no jaundice. The chest was 
emphysematous, the lateral expansion was almost nil, 
the diaphragms were quite low and fixed, the breath 
sounds distant and obscured by inspiratory and ex- 
piratory musical rales. The heart was enlarged, A, 
was greater than P,, and there was a systolic gallop 
present. The peripheral arteries and retinal arteries 








were tortuous; the blood pressure was 180/110. There 
were no exudates in the ocular fundi. The abdomen 
was distended. The liver was moderately enlarged 
and tender. The tip of the spleen was barely palpable 
in the left axillary line on deep inspiration. <A 
moderate ascites was demonstrated. 

The peripheral blood picture was normal. The 
serology was negative. Urine examination showed 
the persistent presence of protein (I+ to 2+), a 
specific gravity which ranged from 1.003-1.009, and 
many hyaline, some granular and occasional waxy 
casts. Red and white blood cells were rarely seen. 
The benzidine reaction was negative. The stool 
specimens occasionally gave a positive reaction with 
the guaiac reagent. 

X-ray studies of the chest again disclosed the sus- 
pected emphysema, low diaphragms and poor aeration 
of the lung fields. The heart was enlarged to the 
left, the aorta tortuous. 

The EKG showed a left axis deviation, a right bundle 
branch block (she had been taking digitalis) and non- 
diagnostic T-wave changes. 

The plasma proteins were 5.5 with an A/G ratio of 
1.0. The thymol turbidity, flocculation and van der 
Bergh tests were normal. The prothrombin time was 
70 per cent of normal; the alkaline phosphatase was 
normal; the serum cholesterol was 330 mg. per cent. 
The BSP test showed 35 per cent retention of the 
dye after 30 minutes and 10 per cent retention after 
45 minutes. The PSP test yielded an abnormal ex- 
cretion curve with a total of 40 per cent in two 
hours. 

The patient responded to the usual anti-asthmatic 
regime while in the hospital. After she left the 
hospital, she again refused to follow a strict regime, 
became increasingly dependent on narcotics and died 
suddenly eight months after discharge. Permission 
for an autopsy was not obtained. 


Discussion 


Any therapeutic procedure will and must be 
subjected to close scrutiny. This entails not 
only a clinical appraisal of its efficacy, but also 
of its reason and, more important, of the 
dangers which it engenders. Those of us 
who are concerned with allergy must be par- 
ticularly aware of this, not only when we study 
a patient! but also when we treat him. This 
is particularly true in the management of an 
asthmatic. 3 4 

During the last five years, the use of in- 
organic arsenic, and as part of the “Gay 
Treatment,” has been the subject of several 
articles in the medical literature. For ex- 
ample, the Letters of the International Cor- 
respondence Society of Allergists> contain 
several communications by reputable men 
from different localities of this country, ex- 
pressing their approval or disapproval of the 
“Gay Treatment.” 
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The “Gay Formula” has been reported as 
follows:7* 





TABLE 2 
Adults Children 
Fowler's solution 8.0 cc. 5.0 ce. 
Potassium iodide 
(sat. sol.) 6.5 Gm. 4.0 Gm. 
Phenobarbital 0.6 Gm. 0.12 Gm. 
Saccharin 0.5 Gm. 0.06 Gm. 
Tincture of cudbear 1.0 cc. 
Distilled water to — —___— 
make a total of 60.0 cc. same 


Sig. one teaspoonful twice daily 


—same or two teaspoonfuls 








The re-introduction of Fowler's solution 
for the treatment of polycythemia and the 
chronic leukemias, especially of the lympho- 
cytic type,® has reawakened our interest in 
arsenical dermatitis. 

Recently’ a patient was reported who suf- 
fered from asthma and polycythemia. He 
developed dermatitis pigmentosa about eight 
months after taking the Biloxi Formula for 
15 months (25 bottles of 4 ounces each). This 
patient had experienced anorexia and oc- 
casional diarrhea three weeks after he started 
the treatment. His family physician found 
that he did not react to a patch test to Fowler’s 
solution or the compound formula (‘red 
liquid’’). His urine arsenic was 0.7 mg. 100 cc. 
The same author reports another patient who 
developed arsenical pigmentation of the skin 
and diffuse arsenical keratodermia of the 
palms and soles and trunk. These skin lesions 
developed “several months” after he had taken 
the arsenic containing medication, two tea- 
spoonfuls daily for 15 months. 


Three of the four patients I have reported 
had skin lesions, varying from a mild and 
transient erythrodermia to an_ irreversible 
hyperkeratosis involving mainly the extensor 
surfaces of the extremities and the soles of the 
feet. Changes in the nails were not con- 
spicuous at the time the patients were ex- 
amined. This was due, perhaps, to the fact 
that the nails of these persons had either 
“grown out” or had not as yet been affected 
(case 1; also cases 2 and 4). Of the remaining 
13 patients, 8 gave a history of a transient skin 
eruption, usually described as “dryness and 
itching”; one other complained of a recurrent 
urticaria consisting of “very small whelps,” 





*This is not intended to represent the exact “Gay Formula’; 
there are undoubtedly several variations of this compound 
which are used in different sections of this country. 
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only mildly pruritic with occasional swelling 
of the lips and eyelids. The other four 
patients had not noticed a skin eruption. 
When these 13 patients were examined, five 
showed a mild hyperkeratosis and pigmenta- 
tion on the shins, knuckles and elbows. These 
skin changes would probably have been missed 
if we had not been looking for them. 

Dr. Susan Dees, who is in charge of our 
Pediatric Allergy Clinic, tells me that she has 
seen 8 or 10 children who presented a slight 
keratosis on the extensor surfaces of the 
extremities. She felt that the most striking 
finding was a hyperpigmentation in the 
axillas, groins, elbow and popliteal spaces 
which suggested the pigmentation seen in Ad- 
dison’s disease. These were, of course, all 
children who had received inorganic arsenic. 
It was her impression that she must have 
missed at least another 10 children who 
showed similar skin changes before she began 
to look for them in those who had received 
such medication. 

Thus, injury to the skin is common in in- 
dividuals who receive arsenic, particularly 
inorganic arsenic, over an extended period of 
time. The time of exposure to the drug is 
obviously important and is reflected in direct 
proportion to the severity of the cutaneous 
alterations. 

Some patients develop biochemical or 
clinical evidences of hepatic disease. There 
are many reports of hepatic injury due to 
organic arsenic, particularly during the era 
when the arsphenamine compounds were the 
mainstay of antisyphilitic treatment. More 
recently, scattered reports of patients who 
developed liver disease after the prolonged ad- 
ministration of Fowler’s solution, and other 
compounds containing inorganic arsenic, have 
appeared in the American medical literature.* 
This is rather surprising since inorganic 
arsenic as a cacodylate compound has been 
used so extensively in Europe and South 
America as an appetite promoting medicine 
and general stimulant. Many of the American 
medications, in vogue for one reason or an- 
other, contain Fowler’s solution, usually in 
very small amounts. The skin lesions are 
often obvious, the more “serious” injury, re- 
sulting in liver and other endothelial cellular 
damage, is obscure and indirect and the result 
of the accumulation of inorganic arsenic. 
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Two of the patients described in detail suf- 
fered from mild (case 1) or severe liver damage 
(case 4). Of the remaining 13 patients, only 
two others had biochemical tests which sug- 
gested liver insufficiency. It is well known 
that biochemical abnormalities or their ab- 
sence, are not a clear indication of the 
presence or absence of liver injury, unless 
repeated tests and clinical observation are 
corroborative. 


Only one patient (case 4) of 17 showed 
clinical and laboratory evidences of renal 
damage. Even in this woman it is impossible 
to ascribe the injury unqualifiedly to the 
prolonged intake of inorganic arsenic. She 
suffered from hypertensive cardiovascular 
disease and died of a coronary accident. An 
autopsy might have clarified this problem. 


Gastrointestinal disturbances are common 
in acute arsenical poisoning, with either or- 
ganic or inorganic compounds. Recurrent, 
mild to moderately severe nausea, occasional 
vomiting, diarrhea (often alternating with 
constipation) are frequently observed in 
patients who receive inorganic arsenic, in 
small amounts, over a long period of time. 
Two of the reported patients (cases 3 and 4) 
suffered from gastrointestinal distress. In 
the first it might have been interpreted as a 
“psychosomatic” symptom, but for the fact 
that her urinary arsenic excretion was ten 
times the normal. In the second patient, the 
gastrointestinal symptoms were undoubtedly 
part of her systemic disease, including the liver 
damage which she incurred after taking the 
“Gay Treatment.” 


Ten of the remaining 13 patients gave a 
history of having experienced anorexia, 
nausea, vomiting or diarrhea at one time or 
another after starting the ingestion of the 
“Gay” compound. Usually, (7 of 10) they 
noticed the gastric or intestinal distress within 
2 to 3 weeks (6 of 7); one patient developed 
nausea and anorexia after five days. The 
significance of these symptoms cannot be prop- 
erly evaluated, since urinary arsenic determi- 
nations, if done at such times, were not 
available to us. 


The rather emotional and nervous dis- 
turbances noted in two of our patients (cases 
3 and 4), might be ascribed to chronic in- 
toxication with inorganic arsenic, but only 
on suspicion. Increased irritability, insomnia, 
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inability to concentrate, loss of memory, 
tremors, weakness, loss of libido, change in 
bowel habits have been recognized for cen- 
turies as one of the manifestations of chronic 
arsenical poisoning. Many of these symptoms, 
especially nervousness, anxiety, weakness and 
insomia were present in the remaining 15 
patients. Yet these individuals were also suf- 
fering from severe asthma of long duration. 
This leads often to disability, anxiety and 
depression, especially in previously active 
males who suffer from crippling pulmonary 
emphysema.® 


Most of the 17 patients (15 in number) 
gave a positive test for arsenic when their 
hair was examined. Seven of the 17 patients 
had a urinary arsenic content which exceeded 
the normal. It ranged from 0.06 mg. to 2 
mg. in 24 hours (case 1). The next highest 
ligure, 1.9 mg. olfered in a 46 year old man 
with severe asthma and moderately severe 
emphysema, who had discontinued taking the 
“Gay Treatment” five weeks previously. His 
only other complaint was severe cramps on 
the leg, particularly on exercise. 

The urinary arsenic content is only an in- 
direct measure of the degree of intoxication 
with inorganic arsenic. Its excretion by the 
kidneys becomes insignificant six weeks after 
the ingestion of the drug is discontinued. By 
this time inorganic arsenic has been stored in 
the skin and hair, an extensive deposition in 
collagenous and endothelial tissue may be in 
progress. 


All of the 17 patients studied returned,* or 
first visited our clinic because of the failure 
of the “Gay Treatment,” or its modifications. 
In 10 instances, the visit to the Duke Hos- 
pital Clinic was enhanced by the manifesta- 
tions of poisoning with inorganic arsenicals. 


Summary 


(1) The story of arsenic, organic and in- 
organic, in the treatment of chronic diseases 
has been discussed. 

(2) Seventeen patients are reported who 
received inorganic arsenic, usually as a com- 
ponent of the liquid used in the “Gay Treat- 
ment. 


(3) Four patients are reported in detail. 
Three of these had skin eruptions of varying 
extent due to the long continued administra- 
tion of inorganic arsenic. 
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(4) Two patients of this group of 17 had 
abnormal biochemical tests compatible with 
liver damage. One of these had clinical 
evidence of liver insufficiency. It is postulated 
that many more patients who have received 
inorganic arsenic for a prolonged time suffer 
some degree of liver injury. 

(5) The majority of this group of patients 
developed some form of gastrointestinal com- 
plaint. ‘The symptoms appeared usually two 
to six weeks after the treatment was begun. 

(6) Only one patient of 17 showed labora- 
tory and clinical evidence of renal damage. 
Poisoning with inorganic arsenic could not be 
clearly implicated. None of the other 16 
patients suffered from demonstrable renal 
damage. 

(7) The urinary arsenic content indicates 
indirectly the degree of the immediate absorp- 
tion of arsenic. Arsenic is usually not found 
in the urine in abnormal amounts four to 
six months after the administration of this 
chemical. In some instances, arsenic disap- 
pears from the urine of such a patient within 
three weeks. 

(8) Inorganic arsenic can be recovered from 
an individual’s skin, hair and nails for an 
almost indefinite time after its ingestion. 


Conclusions 


(1) It must always be remembered that 
there is no “cure” for an inherited, con- 
stitutional affliction such as asthma. 

(2) Asthmatics who will not listen to their 
physicians fall prey to advertised “cures.” 

(3) It is not presumed that the “Gay Treat- 
ment” can be classed, or should be classed 
under the category of “‘advertised cures.” 

(4) There is no authenticated therapeutic 
reason why inorganic arsenic should be effec- 
tive in asthma. 


(5) The administration of inorganic arsenic, 
either in the form of Fowler’s solution, or as 
part of the “Gay Formula” is often deleterious. 

(6) The ingestion of inorganic arsenic 
produces immediate or delayed skin lesions in 
many individuals. The latter appear usually 
after three to eight years, are irreversible, and 
at times carcinogenic. 


(7) Hepatic damage occurs in patients who 
receive inorganic arsenic for several weeks. 
Liver disease of varying degree is probably 
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more common in these asthmatics than we 
realize. 

(8) The 17 patients reported here were not 
benetited by the administration of the “Gay 
Treatment,” or variations of this form of 
treatment. 
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Discussion (Abstract) 


Dr. Cecil M. Kohn, Kansas City, Mo. Although 
Dr. Hansen-Pruss states that tissues rich in endothelial 
cells do not give reactions to injury which may be 
diagnostic of intoxication due to inorganic arsenic, 
the possibility of such hepatitis has long been 
known. Two of his cases suffered from slight or severe 
liver damage and two other cases had suggestive bio- 
chemical tests. We are prone to disregard such toxic 
factors since infections and metabolic factors have be- 
come prominent etiologic agents in hepatitis and 
cirrhosis. Some feel that toxic hepatitis due to pro- 
longed intake of inorganic arsenic is an ever present 
possibility. 

Arsenic is not a new therapy in asthma. When I 
first began in allergy some 20 years ago Fowler’s solu- 
tion was just beginning to be abandoned as a part 
of our therapeutic armamentarium. The present use 
of the Gay treatment and similar formulas throughout 
the country makes it important for the physician to 
think of arsenical poisoning in any suspicious syndrome 
in an asthmatic. 

Swelling of the eyelids is an early sign of chronic 
poisoning. The intoxication may manifest itself in 
skin, liver, peripheral nerves, bone marrow and kidney. 
Fatigue and loss of energy may be the only symptoms 
in mild arsenic poisoning. Liver involvement presents 
fatty infiltration of the liver cells with encroachment 
on the biliary radicals. The bone marrow function is 
impaired with depression of the myeloid series and 
aplastic anemia may ensue. Prickman and Millikan 
reported a case of hemorrhagic encephalopathy that 
developed rapidly in a man who was given potassium 
arsenite for the treatment of asthma. Dr. Hansen- 
Pruss has adequately covered the pathology of the 
skin and the signs of chronic arsenic poisoning. 

Pelner and Waldman have an interesting theory 
concerning the benefits of arsenic in chronic asthma. 
They postulate that inorganic arsenic may act by 


“occupying” one of the liver functions, though it does 
it so well that the liver is often damaged in the process. 
Arsenic combines with enzymes having the SH group; 
these are important enzymes in the liver cells and 
thus arsenic may “occupy” or “engage” one or more 
of the liver functions by interfering with enzymatic 
activity. It is postulated that ACTH and cortisone, 
which are so beneficial in asthma work, at least in 
part, in this manner. 

Hench noted that rheumatoid arthritis improved 
during pregnancy and during episodes of hepatitis. 
It has been shown that there is a pronounced increase 
in the excretion of amino acids, e.g. histidine, in 
patients with rheumatoid arthritis following remis- 
sions during steroid therapy and also following re- 
missions due to pregnancy. It is well known that 
amino acids are excreted in states of hepatic dvysfunc- 
tion. ‘There is also evidence that ACTH injected into 
animals causes a fatty infiltration of the liver. In 
humans, ACTH and cortisone cause a similar state to 
that present in Cushings syndrome. To date, the 
proof that “occupation” of a liver function can cause 
a remission in any disease is lacking but changes tn 
liver function do occur. 

In summary, medication with arsenic derivatives 
must be given with extreme care, always remembering 
the possibility of poisoning. Some individuals may be 
poisoned by small doses and every patient may be 
poisoned by therapeutic doses if given long enough. 
Sollman states, “Inorganic arsenic is capricious and 
unpredictable and uncontrollable both as to good 
and harm; but the harm is more certain and generally 
more frequent than the good.” 


Dr. Elmer D. Gay, Gulfport, Miss. I am appearing 
a little out of character here without the vials of 
Lucrezia Borgia. I enjoyed hearing this paper by 
Dr. Hansen-Pruss and the discussion by Dr. Kohn. I 
was a little relieved at hearing this because, obviously, 
the treatment given these patients was not what I 
understand to be the Gay treatment. I think a 
dose of the solution mentioned, three or four times a 
day, is medication that might be considered to be 
given with evil intent. It is true that some patients 
who have been on the so-called Gay treatment have 
taken medicine without proper supervision and on 
their own initiative, encouraged sometimes by local 
physicians who claim to know all about the Gay 
treatment. The term, the Gay treatment, is used 
loosely by doctors, who have their own version of 
what the treatment is, usually not knowing what it is. 
We should separate this into the real from the false 
treatment. And then there are charlatans in the 
country, I think we can safely call them that, who 
try to ride the coat-tails of a popular treatment. I 
often get inquiries from such people. 

Referring to Dr. Hansen-Pruss’ cases, I would say re- 
actions were the results of massive dosage over short 
periods of time, ill-advised dosage and poorly super- 
vised, if supervised at all. I do not believe the man 
that got 28 drops of Fowler’s solution three or four 
times a day had ever been to the Mississippi Gulf 
Coast, or had had any connection with doctors who 
had been doing that work. If he had been there he 
was not following the instructions. 


In reference to the oft quoted article about hemor- 
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rhagic encephalopathy, I would like to say that it 
was stated that the solution tested contained the 
equivalent of five grams per liter of arsenic. This 
is either eleven times what I would ever advocate 
giving. The Gay treatment was condemned therefore 
on inaccuracy and a misrepresentation of facts. 

I should not open myself to questioning here, but 
if it is appropriate, I will be glad to answer questions. 

Question: What about the formula you are using? 

Dr. Gay: I spent about three hours with several 
physicians here vesterday on that subject. And I 
doubt if we could do much about it in this short 
period of time. We give conservative doses. 


Dr. S. J. Selikoff, Montgomery, Ala. The thing 
many of us in the South, and elsewhere, are worried 
about is the question of supervision. My one big 
quarrel with this treatment is the fact that the 
patient is not given a prescription which he can 
take to his druggist and of which his own physician 
can get a copy which would allow his physician to 
supervise and follow treatment. Rather he is given a 
supply of medicine which he has to send for again 
and again. The patient cannot go to Biloxi to have 
it refilled, and I wonder how you can consider that 
as supervision, if you see the patient for one week 
at the initiation of treatment, and then correspond 
for sometimes a matter of years by mail. 


Dr. Gay: Answering Dr. Selikoff, this is one of 
the weak links and I admit it very freely since I 
worry about arsenic. Patients cannot make a trip 
every week or so a thousand or two thousand miles. 
But I would like to point out a misrepresentation 
here, although it may be a bona fide one. I give 
freely to any physician, who sends these patients 
or who is entitled to know about a particular pa- 
tient, exact copies of the prescriptions given that 
patient. I make no secret of it; I cooperate fully. 
I think you will find that you are talking about 
someone else. 

As to the follow-up care, I require patients to make 
progress reports to me, and I encourage reports from 
the family or attending physician. I will cooperate 
fully with all, and the answers to questions the patients 
are supposed to give me when things are going well 
suffice very nicely. When there is trouble they need 
help. 


Dr. Henry Ogden, New Orleans, La. 1 think that 
the only way we can approach this problem of the 
use of arsenic may be by talking about specific cases. 
As an allergist I have been interested in the following 
case which I would like to summarize. I have not seen 
the patient. 

Mrs. R. B., age 57, has had asthma since the age 
of 18. There were no allergy studies mentioned in 
the data that was made available to me. She went 
to the Gay Clinic on July 11, 1952. She saw her 
physician at home on August 5, 1952, just a short 
time later, with the complaint of a brownish rash 
over the trunk and thighs. This rash lasted two 
weeks and then began to fade. Then she developed 
numbness and incoordination in her hands and feet. 
Peripheral neuritis was suspected. Urinalysis revealed 
that she excreted five times the amount of arsenic 
as did controls. On December 15, 1952, a few months 
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later, she was admitted to Georgetown University 
Hospital, where she was given a course of BAL. 
In January 1953, another arsenic excretion test was 
done, the results were about normal at that time. 
Repeated examinations showed hypalgesia of both 
arms, the right being greater than the left. Also, 
there was noted diminution of the reflexes in the 
lower extremities with evideiice of muscle atrophy. 
There has been some evidence of incoordination 
noted in gait as well as in the upper extremities. 
Her physician feels that she has a peripheral neurop- 
athy, probably toxic in nature. She states that pain 
is present. The patient has been incapacitated to a 
considerable extent, and this is important. She has 
lost her job. She has suffered not only physically 
but financially. Prior to her illness she was a secre- 
tarv. She has been unable to perform this type of 
work since April, 1953. 

Dr. Ralph Bowen, Houston, Tex. We are very 
fortunate to have Dr. Gay with us today. We are 
not discussing you, Dr. Gay, we are discussing the 
original program with which you are familiar. We 
have had three patients in Houston who have pre- 
sented the same problem of dermatitis after following 
the directions as originally given. I would just like to 
say that it is a treatment requiring the utmost care. 
I would like to ask Dr. Gay how many arsenic com- 
plications have followed, his treatment insofar as he 
knows. 

Dr. Gay: At the present time I am breaking down 
Statistics on a thousand cases. It is difficult to get 
these figures and I am exercising a great deal of 
care. I would say that on the basis of the work to 
date there will not be more than six cases of serious 
arsenical damage, and those six were fully aware of 
the doses of arsenic given, and it was by their own 
choice that they continued it because of benefits re- 
ceived. We always run into minor arsenical reactions. 
I say that advisedly because I think we must classify 
them as minor and major: those that are inconse- 
quential and those of great consequence. The minor 
ones consist of the edema and erythematous, pruritic 
rashes which also will disappear on modification of 
therapy. 

In reference to Dr. Ogden’s case, I know nothing 
about it. I had nothing to do with it and so would 
not care to comment on it. 


I have used arsenic since 1921 and every patient 
with asthma whom we treated had to take it. We 
started out with one gram, to that I added Fowler's 
solution, a four-ounce mixture. We cut that down one- 
half gram until we get to half a gram, and leave it 
out of the prescription. We go back up and down 
with some of these people who take it all the year. 
We occasionally find a patient who has a sensitivity 
to arsenic and he cannot take it at all. We have never 
found any case that showed even the least degree of 
toxicity to arsenic used in this fashion. The rationality 
to its use, I guess I got from the old textbooks, the old 
teachings; I belong among the old members now. 
We believe we get relief in some of these patients 
without testing them, or treating them in any other 
way, if they come in a fair condition and are not 
having much trouble. We give them this prescription 
of arsenic and iodide over a period of weeks or 
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months. We believe we get better results when we 
use the arsenic with the iodide than when we use 
the iodide without it. We also use, and are still 
using from time to time, injections of sodium iodide, 
31 grains with 7 grains of sodium aluminate. I 
understand that sodium aluminate is not being manu- 
factured any more; whether that is so, I do not know. 
In the old days, I know it was a good drug and was 
used for anything from anemia to asthma. 

Dr. Hal Davison, Atlanta, Ga. I should not take 
up your time to make this statement today, except 
I think that those who know me may feel that I 
have been floating with the tide in this discussion. 
I must get up and tell you that we have never seen 
one instance of toxic results of any type since 1921 in 
some thousand cases of asthma. 

Dr. George W. Owen, Jackson, Miss. I think that 
Dr. Gay has clarified a good many things to two 
or three of us who discussed the matter with him. 
I think he is a little modest since he really should 
tell you what has taken place in the so-called Gay 
Clinic. His uncle, a doctor, started this clinic, and 
it is now in the hands of laymen. Dr. Gay has 
divorced himself from the clinic because of practices 
that he did not approve. At least, that is the im- 
pression that I have. I think at some future time 
it would be very desirable to have Dr. Gay explain 
what he did. When he began to try to tell us 
of the disappointments and the variations and the 
difficulty in describing the formula, I could see why 
he put out the formula himself. 

Dr. Hansen-Pruss (closing). My purpose in present- 
ing this paper was not to advocate this form of 
treatment, nor to criticize it too severely. I have sim- 
ply tried to bring to your attention what can occur 
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when an individual takes an inorganic arsenical and, 
secondly, to let you decide whether there is any merit 
in the use of inorganic arsenic in the treatment of 
asthmatics. I have not had the experience that Dr. 
Davison has accumulated but I am rather surprised 
that he has not encountered any untoward reactions 
to inorganic arsenic in his patients during the past 
20 or more years. As Dr. Kohn stated so well, the 
dangers of using inorganic arsenic are many. 


Now, in regard to the first patient whom I men- 
tioned, who took 20-28 drops of inorganic arsenic 
three or four times a day, with potassium iodide, it 
was simply averred that his family physician in a 
nearby town, not in a clinic where the treatment is 
used, gave it to him because he felt that some other 
patients with asthma had done very well when this 
combination was prescribed. 


The next point which I would like to make is, as 
has been so well stated by Dr. Kohn, that the injury 
to the liver from the use of inorganic arsenic must 
be by far more frequent than we suspect. This is 
true if the arsenical is given over a long period of 
time, although even in small doses. However, I am 
well aware, as are all of you, that our biochemical 
tests of liver function are still very inadequate. For 
this reason, one can only guess at the incidence of 
liver disease in people who have taken inorganic 
arsenic in some form or other. I do not say that 
the “Gay formula,” or modifications of it, is not 
good in the hands of some physicians, but I deplore 
the way it is being used by many practitioners. I am 
quite sure that because of the inadequate surveillance 
of patients who have taken inorganic arsenic for the 
treatment of asthma, this compound is dangerous and 
often does more harm than good. 


Erythema Multiforme: A Review" 


FRANCIS W. LYNCH, M.D.,+ St. Paul, Minn. 


The author reviews an interesting cutaneous disease of varied 
manifestations and related probably to a number of systemic diseases. 


IN THE past decade there has occurred a re- 
awakening of interest in erythema multiforme 
both within and without the ranks of derma- 
tology. Virologists, internists, pediatrists, and 
ophthalmologists have added worthwhile con- 
tributions. Also, various clinicians have 
contributed numerous minor reports on ther- 





*Read in Section on Dermatology and Syphilology, Southern 
Medical Association, Forty-Eighth Annual Meeting, St. Louis, 
Mo., November 8-11, 1954. 

+From the Division of Dermatology, University of Minnesota 
Medical School, Minneapolis, Minn. 


apy, particularly with the antibiotics and the 
steroids. 
History 


Some forms of erythema multiforme are de- 
scribed in earliest dermatologic writing but 
the variations of morphe lead to their con- 
fusion with other disorders and a delay in 
evolution of the concept of a single disease. 
Clearly, Willan’s erythema papulatum, Biett’s 
erythema annulare, Bateman’s herpes iris (to 
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which Rayer added description of mucosal in- 
volvement), Bazin’s acute bullous hydroa with 
oral and ocular involvement, all were descrip- 
tions of classic torms of erythema multiforme.= 
It was left for Hebra to record them as variants 
of a single disease, and to add the “annual 
recurrence” as a characteristic feature. Hebra 
deserves tull credit for establishing erythema 
multiforme as an entity with two principal 
forms, papular and vesicular. Though not 
knowing all the details he knew the disease as 
a systemic disorder with dermatologic mani- 
festations, a concept further developed by 
Kaposi. 

A somewhat unfortunate feature of Hebra’s 
contribution was his choice of the name ery- 
thema exudativum multiforme. He knew the 
objections to its use but felt, as we do today, 
that, while not without criticism, it is a prac 
tical and acceptable name. “Erythema” con- 
notes a process exclusively or principally hy- 
peremic, rather than a primarily and _ princi- 
pally inflammatory one. His choice of the 
word “multiforme” has also led to some con- 
fusion. In any attack the fully developed le- 
sions achieve a single form, but in a recur- 
rence the form may be a different one, and 
as seen in different patients the eruption even 
further justifies his choice of “multiforme.” 

Outstanding contributions, especially by 
Lewin, on the systemic features, appeared in 
the 50 years following Hebra but much was 
written in error. The literature of that early 
period was reviewed by Jadassohn, whose re- 
port was summarized by Tachau' and included 
with a review of the twentieth century con- 
tributions up to the time of publication of 
the Handbuch. Several years later the French 
historic viewpoint was clearly expressed by 
Gastinel and Solente? in Darier’s Nouvelle 
Pratique. Recent contributions of general in- 
terest have been made by Keil, Noojin and 
Calloway, Costello and Vandow, Ustvedt, Ash- 
by and Lazar, Ruiter, and Sneddon.* The as- 
sociation with atypical pneumonia was ex- 
plored by Stanyon and Warner, by the Armed 
Forces Commission and by Soll. The publi- 
cations from 1946 to 1952 were reviewed this 
year by Greither® in Hautarzt. 

There is no longer any need to review the 
historical status of the bullous variants of 


TH. D. Bulkley is generally credited with the first American 
description, a case of the herpes iris type, in 1846. 
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erythema multiforme, now generally regarded 
as differing from more common types only in 
form and severity.* It is here that Hebra’s 
titular term “exudativum”’ finds its greatest 
justification. The varied eponyms and titles 
have mostly been discarded, though some still 
preter “Stevens-Johnson syndrome” to call at- 
tention to the more serious prognosis, and a 
very few (especially the French) authors re- 
gard such cases as representing a related but 
different disorder. 

After the establishment of erythema multi- 
forme as an entity it was natural to inquire 
how broad might be the range of its eruptions. 
The very multiformity of the disease encour- 
aged overexpansion of the concept. 


Relation to the “Erythema Group” 


Clinical variations received considerable at- 
tention particularly from internists observing 
somewhat similar erythematous, papular, ur- 
ticarial and purpuric eruptions.® Such a broad 
expansion of Hebra’s concept is exemplified 
by Osler’s discourses on the “erythema group,” 
placing with erythema multiforme not only 
erythema nodosum but also urticaria, angio- 
neurotic edema, and purpura as well as some 
even less distinctive processes. Osler later con- 
cluded that these are different conditions, but 
with interesting similarities, and subsequently 
regretted that he had used the title “erythema 
group.”? He justified his grouping as pointing 
out similarities in course and in underlying 
systemic disease but his contribution was ol 
doubtful value to the understanding of ery- 
thema multiforme. In a Symposium®* of the 
American Dermatological Association as late 
as 1911 there was confusion presumably en- 
gendered or encouraged by his overly broad 
concept. 

Among the more serious dermatologic at- 
tempts to use the concept of an “erythema 
group” was that of Engman and Weiss? who 
placed erythema multiforme between urticaria 
and dermatitis herpetiformis in classification. 
Weiss’ still favors such a grouping, believing 
that the same etiologic factor may cause var- 
ious members of the group and that different 
etiologic factors may cause any single clinical 
picture within the group. He points out that 


*The reports by Bazin, Rendu and Fissinger, Stevens and 
Johnson, Baader and Klauder are generally regarded as de- 
scribing erythema multiforme. The reports of Reiter’s and 
Behcet’s syndromes are generally excluded from this group. 








and 
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the usefulness of such a classification disap- 
pears as our knowledge increases.* 


Relation to Erythema Nodosum 


Nodular eruptions received much attention 
for the first 50 years after Hebra, and many 
dermatologists then accepted erythema nodo- 
sum as a form of erythema multiforme. Be- 
sides the occasional occurrence of similar le- 
sions in these disorders, both present prelimi- 
nary illness or prodromes, constitutional symp- 
toms, pain in or near the joints, and pul- 
monary disturbances. They predominate in 
young people, occur seasonally, can be pro- 
voked by drugs and have nonspecific path- 
ologic changes. However, today there are only 
a few who regard them as closely related dis- 
eases. 

Ustvedt** has thoroughly explored the re- 
lationship of erythema multiforme and ery- 
thema nodosum in a large series ol medical 
and dermatologic patients seen over a period 
of 10 years in eight departments in Oslo. Of 
180 patients with typical erythema multiforme 
he found 18 per cent with nodes on the legs. 
He also studied records of 22 patients with 
nodules typical of erythema nodosum on the 
legs, but with erythema multiforme-like le- 
sions in characteristic distribution and 17 pa- 
tients with combinations of less distinctive 
papular and nodular eruptions. He seems to 
favor the existence of some relationship be- 
tween the two diseases and also noted the 
rough correspondence in age incidence of ery- 
thema multiforme and rheumatic fever. In 
most American communities erythema no- 
dosum is a rare disease and we therefore are 
not likely to help clarify this association. 

In my practice, in the same period of time 
in which I observed 125 patients with ery- 





*The report of Davis and Pack is an exception to general 
dermatologic terminology. Davis, J., and Pack, G. T.: Erythema 
Multiforme Following Deep X-ray Therapy, Arch, Dermat & 
Svph. 66:41, 1952. 


TABLE 1 


CASES REVIEWED IN PRESENT STUDY 








Classic erythema multiforme in practice 125 


in Student Health Service (Univ. Minn.) 16 
Erythema multiforme-like eruptions due to drugs 9 
Erythema multiforme-like eruptions 

(doubtful diagnoses) 21 

30 
Total cases reviewed 171 
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thema multiforme there were only 17 clear 
cut examples of erythema nodosum, 10 quite 
doubtful diagnoses of such, 3 cases with 
nodular eruptions on the legs following the 
taking of bromides and one alter sulfathiazole. 
My ratio of 4 (or 7) of erythema multiforme 
to | nodosum contrasts strikingly with Ust- 
vedt’s ratio of 1 erythema multiforme to 10 
nodosum. In my series of erythema multi- 
forme only three patients had nodular lesions 
in any considerable number. Only in one 
were they associated with numerous papular 
and vesicular lesions characteristic for ery- 
thema multiforme. In two instances the erup- 
tion was chiefly nodular but distributed as in 
erythema multiforme; one of these patients 
previously had had erythema nodosum and in 
the other case the eruption followed tonsillitis. 
Possibly these two latter patients did not have 
erythema multiforme but only erythema 
nodosum with atypical distribution and 
should have been recorded under that diag- 
nosis. It is to be remembered that in erythema 
nodosum the joints are clearly involved while 
in erythema multiforme there are only pains 
in and near the joints but without objective 
findings. 


Etiology 


An association between erythema multi- 
forme and tuberculosis was long suspected, 
perhaps because of the confusion with ery- 
thema nodosum, but few observers now be- 
lieve that tuberculosis has any significant re- 
lationship to erythema multiforme.!! 

General bacteriologic studies have been 
numerous but mostly without significant re- 
sults. However, Guy!” recorded a series of 30 
cases of erythema multiforme accompanying 
an epidemic of hemolytic streptococcic intec- 
tions and he demonstrated positive cultures 
from the throats or vaccination wounds of his 
patients. Welsh,'* too, found on mucous mem- 
branes and in various foci in patients strep- 
tococci which were virulent for four types of 
animals and had a characteristic cataphoretic 
mobility distribution curve. Noojin and Cal- 
loway*” were impressed by the frequent asso- 
ciation with focal infection and streptococcal 
organisms in their patients. 


Through the years much consideration has 
been given to a possible viral cause or at least 
some significant association with viral dis- 
ease. Bateman" first recorded the association 
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with herpes simplex, a subject reviewed by 
Forman and Whitwell*® who stated that herpes 
simplex “often” precedes and “commonly” ac- 
companies only the “Hebra type” of erythema 
multiforme, quoting seven and three instances, 
respectively, in a consecutive series of 12 pa- 
tients. Anderson'® brought this matter to the 
attention of American dermatologists when 
he reported 10 cases of their association. In 
the discussion of his paper it was noted that 
though herpes simplex frequently occurs with 
erythema multiforme, the latter is present in 
only a small proportion of cases of herpes sim- 
plex, and also that the occurrence of herpes 
simplex might be only a complication of the 
respiratory symptoms which precede the out- 
break of ervthema multiforme. In those cases 
in my series seen since Anderson’s paper in 
1945 an association with herpes simplex was 
noted in 17 per cent in the office but in 30 
per cent among university students (perhaps 
due to better information in the latter group?). 
The observed and historical incidence was 
higher among patients with recurrent ery- 
thema multiforme but this may have been due 
only to their increased total number of attacks. 
One patient noted herpes simplex in five at- 
tacks and another in four of his six attacks of 
erythema multiforme. It is difficult to judge 
the nature of the association of these diseases. 
Through the years herpes simplex alone was 
observed three times as frequently as erythema 
multiforme but the annual variations in the 
ratio were from 1.5:1 to 7:1 and no apparent 
statistical correlation was evident (for exam- 
ple, no parallel in their years of high or low 
incidence). 

Experimental studies on viral factors have 
not been conclusive. They have been reviewed 
recently by Womack and Randall:'* the virus 
of herpes simplex has been demonstrated;* a 
different but unidentified virus has been 
demonstrated; the pneumonia resembles psit- 
tacosis;° and several patients have had positive 
complement fixation reactions for that dis- 
ease.°' In six cases tested recently I have 
found no such reaction. Four were tested 
early, and one later in the course of the erup- 
tion and one after convalescence.* 

The report of Edgar and Syverton'® deserves 


*Phillips’ notation of cases associated with exposure to 
mites of starlings is particularly of interest in view of the 
suggested relationship with rickettsial infection of the psit- 
tacosis group. Phillips, I. E.: Ervthema Infectiosum, South. 
M. J. 47:253, 1954. 
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more attention than it has yet received. With 
inoculation experiments in animals they 
failed to demonstrate any etiologic agent but 
the subsequent injection of the patient’s se- 
rum resulted in death of the animals with 
findings characteristic for anaphylactic shock. 
This study corroborates the clinical view that 
erythema multiforme looks and behaves as if 
it were an allergic cutaneous response to a re- 
spiratory or systemic infection. 


Eruption and Course 


Available space does not allow a complete 
review of the morphology and course of this 
interesting illness and its eruption. All Ger- 
man-reading dermatologists would gain great- 
ly by reading Tachau’s unequalled description 
of the disease. He emphasizes the dermatologic 
view that a diagnosis of erythema multiforme 
can be established “only on the basis of typical 
development and metamorphosis of the cuta- 
neous eruption.” Keil’s** review is also thor- 
ough and he adds comment on the occasional 
hyperpigmentation resulting from  hemor- 
rhages of microscopic character and also calls 
attention to Kreibich’s description of Kébner’s 
phenomenon in this disease. 


Erythema multiforme is one of the less com- 
mon, though not rare, disorders. The inci- 
dence in my practice approximates 0.3 per 
cent, varying considerably from year to year. 
The disease occurs chiefly in younger individ- 
uals, the first attack occurring usually before 
30 years of age. 

With reference to seasonal incidence ery- 
thema multiforme has long been stated to oc- 
cur most frequently in the “spring and fall,” 
but in my series the four high months were 
March through June and the four low, Au- 
gust through November. A meteorologist! 
was asked to review my figures and those in 
the four series from New York City,°4 Oslo,** 
England,** and Constantinople.*° In no series 


TABLE 2 


AGES OF 51 PATIENTS OBSERVED (IN OFFICE 
PRACTICE) IN THEIR FIRST ATTACK OF 
ERYTHEMA MULTIFORME 








2-10 years 1! 
11-20 vears 3 
21-30 years 17 
31-40 years 9 
41-50 years 8 
51-60 years 9 
61-65 years 9 
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was the autumnal incidence high. He sus- 
pected that the incidence paralleled humidity, 
at least in New York and England, and in my 
series the incidence was highest in weather 
which was moist and cool. 

Erythema multiforme is a relatively benign 
self-limited disorder, severe cases being few 
and death uncommon. The disease is char- 
acterized by the nature of the lesions, their 
distribution, the course of the eruption, the 
nature and course of the systemic symptoms 
and the tendency to recur periodically. 

Lesions of erythema multiforme tend to 
uniformity of type in any given attack, though 
different stages of development may be pres- 
ent at one time. They differ according to the 
degree of serous reaction, from papular 
through edematous to vesicular or even bul- 
lous lesions. Their color is red, usually pink 
to moderate in shade, with purplish to brown 
discoloration observed in later stages with 
moderate frequency. In an occasional case the 
lesions are frankly purpuric. The iris forma- 
tion is frequently observed and is a character- 
istic of the disease. Usually it consists of al- 
ternating concentric rings of different shades, 
two or three in number, the center being 
papular or vesicular. Occasionally an outer 
ring may be vesicular or bullous. Fluid is 
scant and may be clear to opaque. 


Almost invariably this eruption involves the 


TABLE 3 


CHARACTERISTIC MORPHOLOGIC FEATURES 
OBSERVED IN 128 ATTACKS IN 125 PATIENTS 








Erythema 
Multiforme Localized Disseminated Total Total 
Papular 34 26 60 
iris (or ringed lesions) 6 14 20 
81° 
Papules with vesicles 
or crusting 1 10 11 
iris form 5 5 
16 
Vesicular 7 4 11 
iris form 3 4 7 
18 


Total of classic forms 51 63 115 
(in which iris le- 
sions were present 





in 28%) 
Bullous 1 (iris) 6 vi 
Plaques 1 3 4 
Nodular 1 l 2 
Totals 54 (42%) 73 (57%) 128 


*In one patient with a papular eruption the record was not 
clear as to the extent of the eruption. 
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dorsum of the hands and the cheeks, other 
areas of frequent involvement being the ears, 
back of the neck, dorsal aspects of the fore- 
arms, over the elbows or knees, anteriorly on 
the legs and dorsally on the feet. Palmar and 
plantar involvement is not rare but it is rare 
to have lesions only on these areas. More ex- 
tensive or even generalized involvement occurs 
occasionally, especially when the systemic re- 
action is severe. Itching or burning are slight 
when present at all. 

Blisters and erosions appear frequently on 
the lips, less often throughout the mouth and 
on the genitalia. Mild ocular involvement is 
frequent but severe changes fortunately are 
rare. Involvement has been described for all 
membranes from mouth to anus and includ- 
ing the respiratory membranes. Mucosal 
changes are accompanied by varying degrees 
of pain and disability. Estimates as to the 
incidence of mucosal involvement vary from 
25 to 50 per cent. Only rarely is the eruption 
limited to the mucous membranes (less fre- 
quently than in similar eruptions caused by 
drugs). 

The symmetric lesions usually appear simul- 
taneously, the hands being one of the sites first 
attacked. Vesicular change is evident within 
two or three days if it is to appear. Earlier 
vesiculation warns of impending severity. Us- 
ually the fluid absorbs unless the lesions are 
large bullae, which may be ruptured by fric- 
tion. Having reached the peak of intensity 
of visible reaction within four or five days, 
the eruption may extend slightly for several 
more days and usually disappears in about 
two weeks in mild cases and three to four 
weeks in most instances. Renewed outbreaks 
or “crops” of lesions may appear one or sev- 
eral times at intervals of several days. These 
are to be distinguished from true recurrences. 

There is a pre-eruptive phase, usually of 
two to four days, but perhaps as long as ten 
days in occasional cases. During this period 
there may be slight rhinitis with a few discrete 
oral lesions and mild angina. Tachau states 
that the prodromal severity is always in pro- 
portion to the subsequent course. Many pa- 
tients, possibly 30 to 50 per cent, have some 
slight fever, arthralgia or malaise. It is dur- 
ing this period that herpes simplex is likely to 
appear. 


During the eruption there is systemic reac- 





tion varying from nearly imperceptible dis- 
tress to severe prostration, but usually slight 
and manifested chiefly by slight fever. In- 
volvement of most of the organs has been de- 
scribed, but only in rare instances unless the 
case has been severe. There is moderate 
leucocytosis with a tendency to mononucleosis 
and some eosinophilia, occasional albumi- 
nuria, and it is said that the spleen is often 
palpably enlarged. ‘There seems no sharply 
defined limit of severity beyond which the 
term Stevens-Johnson syndrome is applied. 
The severe and fatal cases have received much 
attention in recent years. 

Recurrences characterize this disease. The 
renewed outbreaks in the course of the illness 
have already been mentioned; less often there 
is healing and then one or more recurrences 
after intervals of several weeks. More often 
and characteristically the recurrences appeat 
after many months, often seasonally or an- 
nually. In type of lesion, severity, or course 
the recurrences tend to similarity but in some 
instances they may differ considerably from 
previous or subsequent attacks. 


TABLE 4 


HISTORY GIVEN BY PATIENT AT TIME OF ILLNESS 


SHS (Uni 


Office 
Initial attack 65 5 
Recurrent attack 60 11 
Diagnosis 


Even if one sets narrow limits lor the erup- 
tion of erythema multiforme there occur fre- 
quent difficulties in differential diagnosis. 
Numerous infections, allergies and toxic dis- 
orders provide a long list of differential pos- 
sibilities: urticaria, lupus erythematosus, fogo 
selvagem, leprosy, Still’s disease, toxic erup- 
tions from drugs etc., “fixed” drug eruption, 
“Juvenile spring eruption,” roseola, erythema 
infectiosum, insect bites, erythema annulare 
(or marginatum) rheumaticum, _ herpetic 
gingivo-stomatitis, and others. With many of 
these diseases a differential aid is the mon- 
ocytosis frequently demonstrable in erythema 
multiforme. The term erythema multiforme 
chronicum or perstans is sometimes applied to 
fixed or slowly progressive, ringed or figured, 
urticaria-like eruptions which are generally 
regarded as unrelated to erythema multiforme 
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and which offer no particular ditferential di- 
agnostic difficulty. 


In an occasional case even for a well trained 
and highly experienced dermatologist the im- 
mediate differentiation of erythema multi- 
forme may be difficult, impossible, or er- 
roneous but the course of the disease usually 
clarifies the diagnosis within a few days. Some- 
times an accurate diagnosis must be delayed 
until a recurrence is clearly seen to be ery- 
thema multiforme, or may prove to be related, 
for example, to the repeated use of a drug. 


Pathology 


Throughout this review there has been no 
consideration of microscopic pathology be- 
cause the observed and reported findings have 
not seemed very helpful in furthering our 
understanding of the disease. A currently 
continuing interest in the study of bullous 
eruptions may yet contribute something. 


Therapy 


Therapy cannot be given thorough consider- 
ation here. Symptomatic and supportive 
measures have proved the most dependable. 
Steroid hormones are distinctly valuable but 
there are conflicting views as to the proper 
attitude toward their use. Some*! would pre- 
scribe cortisone “as soon as the diagnosis is 
made” while others would use steroids only 
for the relief of severe and disabling illness. 
The proper and safe position presumably lies 
in the intermediate position. Antibiotics are 
useful only for certain of the complications. 


Prognosis 


Expressed opinions vary regarding the se- 
riousness of the prognosis. Early it was stated 
that patients did not die from the disease but 
rather from some underlying systemic illness. 
Tachau’s view was similar: death occurred 
from “symptomatic” forms of the disease but 
not in “idiopathic” erythema multiforme. 
Ustvedt states that death from erythema mul- 
iforme is rarely recorded in Scandinavia. 
American literature records more numerous 
deaths, usually as a result of “atypical” pneu- 
monia. Two deaths occurred in my series in 


patients who had bullous eruptions, but the 
application of steroid therapy should improve 
the prognosis in the future. However, not all 
bullous eruptions carry a serious prognosis; 
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TABLE 5 
ERUPTIONS RESEMBLING ERYTHEMA MULTIFORME 











1. Classical eruption of erythema multiforme 
II. Classical (?) eruption but with systemic disease 
(e.g., leprosy) 
Ill. Erythema multiforme-like eruption,— 
With svstemic disease (e.g., Osler cases) es 
Of external origin (e.g., vernal light sensitization) 
As dermatitis medicamentosa (e.g., phenobarbital, etc.) 
IV. Dermatitis medicamentosa with bullae (e.g., fixed erup- 
tions, as after phenolphthalein) 


V. Toxic eruptions with slight to moderate resemblance to 
erythema multiforme (resulting from drugs, disease, 
radiotherapy, etc.) 


some patients with such eruptions follow a 
mild systemic course. 


Conclusions 


More than is the case with most diseases, 
the major portion of today’s concept of ery- 
thema multiforme was known a _ hundred 
years ago. The interesting and picturesque 
variations of erythema multiforme have long 
interested dermatologists and other physicians 
but its exact limits and relationships have not 
been universally agreed upon. From an exten- 
sive review of the literature it appears that 
the following conclusions are justified and 
that there is a growing tendency toward their 
general acceptance. 

(1) A well-defined dermatologic concept ol 
erythema multiforme is justified and leads to 
regarding it as a disease sui generis, of cause 
unknown but possibly viral, rather than as a 
symptom complex which may be evoked by 
multiple causes. 

(2) If one keeps to such a clearly limited 
concept the diagnosis in most cases is quite 
clear, if not on the first examination, then 
after following the course for a few days. 

(3) Drugs are capable of producing erup- 
tions closely resembling erythema multiforme 
but usually susceptible to visual differentia- 
tion by experienced observers. (Many patients 
with “true” erythema multiforme have taken 
similar drugs for relief of the prodromal symp- 
toms.) 

(4) Other “toxic” eruptions may resemble 
erythema multiforme but are not closely re- 
lated to it. 

(5) In clinical experience there occur some 
erythematous, papular or exudative eruptions 
without clear classification, but this lack of 
exact diagnosis probably results more from 
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our limited diagnostic ability than from the 
occurrence of transitions or variations of the 
symptom complex. 
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Abnormal Distortions of the 
Electroencephalogram 1n 


Psvchiatric Patients* 


IRVING PINE, M.D., LLOYD L. RINEAR, A.B., and 
MILTON M. PARKER, Ph.D., M.D.,7 Columbus, O. 


The authors consider those factors which may temporarily distort the electroencephalogram, 
such as drugs, tension states and neurophysiologic states as yet little understood. 


ELECTROFNCEPHALOGRAPHIC studies in any 
group of people reveal some deviations 
from the normal. In_ psychiatric patients, 
numerous studies have been done in attempts 
to classifv and correlate certain deviations and 
abnormalities of the EEG with diagnostic 
syndromes. There has been a general lack of 
correlation found in the studies of most 
workers in this field.!. This has led us to 
consider electroencephalographic deviations 
from two points of view: (1) How the cerebral 
electrical abnormality causes or contributes to 
the patient’s behavior. (2) How the patient’s 
behavior favors the development of abnormal 
distortion in the EEG. A _ paroxysmal, or 
focal and generalized abnormality of the EEG 
often helps to explain a patient’s behavior 
disorder. The patient's condition or behavior, 
however, may have caused or contributed to 
other types of deviations, and the electro- 
encephalographic abnormality may be a 
result of unknown neurophysiologic factors 
which may or may not be related to the 
patient’s condition. 


*Read before Southern and Central Electroencephalographic 
Societies, meeting conjointly with the Section on Neurology 
and Psychiatry, Southern Medical Association, Forty-Eighth 
Annual Meeting, St. Louis, Mo., November 8-11, 1954. 

tFrom the Columbus Receiving Hospital and the Depart- 
ment of Psychiatry, Oiho State University College of Medi- 
cine, Columbus, Ohio. 


Clinical Studies 


In this series, 550 consecutive psychiatric 
patients (omitting those with a history of 
recent electroshock treatment) had one or more 
electroencephalograms. Eighty-four or 15.3 per 
cent were classed as abnormal (Table 1). This 
percentage compares with Gibb’s figure of 
16 per cent in 1,000 normal controls and 
Cohn’s figure of 14 per cent in 24] young 
navy service men and women.? * 


Of the 84 abnormalities of the EEG in this 
series, 15 were classified as due to tension, 17 
due to drugs, and 18 were classed as unknown 
neurophysiologic variants. ‘These 48 abnor- 
malities were considered abnormal distortions. 
The remaining 36 electroencephalograms not 
discussed in this paper, included 3 focal, 12 
paroxysmal and 21 organic (non-focal) ab- 
normalities (Table 2). All abnormal elec- 
troencephalograms were carefully considered. 
The above groupings including mixtures of 
more than one possibility were correlated with 
the patient’s diagnosis, clinical history and 
behavior. Thus we learned that sometimes 
the patient’s difficulties may also contribute 
to EEG abnormalities and elusive distortions 
in the recording. In this presentation, we 


are not considering what are commonly known 
as EEG artifacts, but in each case carefully 
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recorded abnormalities and deviations. 

Drugs and medicines taken by psychiatric 
patients are often the case of abnormalities of 
the EEG. Repeat of electroencephalograms 
at weekly or ten-day intervals, under con- 
trolled conditions, will aid in evaluating the 
deviations from the normal. 

One of the most common known effects of 
drugs upon the electroencephalogram occurs 
in bromide intoxication. 

E. V., a 60 year old, white female, was admitted to 
the hospital complaining of hallucinations, delusions 
and misinterpretations. The initial EEG taken at 
the time of admission, when the blood bromide level 
was 370 mg. per 100 cc., showed irregular slow 3 to 7 
per second waves in all leads (Fig. 1). A second 
EEG taken one month later, when the blood bromide 
level was 85 mg. per 100 cc., showed a normal regular 
10 per second rhythm (Fig. 2). 


Another common drug group which is 
known to cause deviation in the EEG and 
which should be considered whenever fast 
activity occurs is the barbiturate group. 

Some of our patients arrive in the hospital 
following one or more electroshock treatments 
administered on an outpatient basis. The 
effect of previous shock treatment may often 
have to be considered in the evaluation of an 
initial EEG abnormality. Sometimes these 
patients also will have been taking large doses 
of sedatives either prescribed or otherwise. 
Electro-stimulation may be a factor in EEG 
distortions. 


TABLE 1 
ELECTROENCEPHALOGRAMS IN 
550 PSYCHIATRIC PATIENTS 
Number Per Cent 
Normal 466 84.7 


Abnormal 84 15.8 


TABLE 2 


ABNORMALITIES OF THE FFG IN 8&4 OF 
550 PSYCHIATRIC PATIENTS 


Focal 3 
Paroxysmal 12 
Organic (Non-focal) 21 
Total 36 
Distortions” 
Unknown 18 
Drugs 17 
Tension (Fast) 8 
Tension (Slow) 5 


Total 48 





ELECTROENCEPHALOGRAPHIC DISTORTIONS—Pine et al. 287 


E. F., a 15 year-old girl, was admitted following a 
suicidal attempt with an unknown number of “sleep- 
ing capsules.’” She was in semistupor but could not 
be aroused to stay awake. Five minutes of electro- 
stimulation was administered; the patient then stayed 
awake only to become unmanageable because of her 
thrashing-about. [wo days later, when she had _ be- 
come cooperative, an EGG revealed irregular slow 
3 to 5 per second waves in all leads (Fig. 3). An- 
other source of concern in this patient, was the 
history of recent sudden death of her mother and 
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grandmother from ruptured cerebral aneurysm, both 
proven at autopsy. Also, the patient complained of 
pain over her left eye, and a left internal strabismus 
was noted upon examination. Another EEG taken 
20 days later showed a regular normal 10 per second 
rhythm (Fig. 4), which helped clear up problems 
of diagnosis, related both to cerebral aneurvsm and 
organic pathology. 

In some of our patients with varying elec- 
troencephalographic abnormalities, we formu- 
lated the Medicine Cabinet Syndrome or the 
Drug Store Syndrome. This group of patients 
enter the hospital with an atypical psychiatric 
syndrome and the history reveals an intake of 
more than one of the following drugs:— 
barbiturates, bromides, alcohol, ampheta- 
mines, and to a lesser extent narcotics, thy- 
roid, cortisone, hyoscine, and finally just pills. 
Sometimes the history cannot be elicited until 
one tries to explain the EEG abnormality. 

H. B., a 43 vear old, white female, was admitted 
with delusions of persecution and pruritus ani. The 
EEG at the time of admission showed irregular slow 
and fast waves mixed in all leads with a 10 per 
second rhythm. When the patient was now questioned 
about drug intake (previously denied) she admitted 
taking Dexedrine and bromides and having a pre- 
scription for a hyoscine mixture with phenobarbital. 
After 10 days in the hospital she left against advice 
because she did not obtain the numerous medications 
she desired. 


When patients are asked about the intake 
of drugs they will often answer that they did 
not know that the sleeping capsules or green 
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E. F. Electroencephalogram shows abnormal irregular slow 
3 to 5 per second waves in all leads. 
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medicine to be of any importance because 
they had it in the medicine cabinet or that it 
was something that the doctor had ordered. 

In tense patients electroencephalograms may 
show elusive distortions of the pattern. If any 
abnormality clears after repetition of the EEG, 
it is not classed as a distortion unless a drug 
history is elicited. However, we have found 
that in many patients deviations have not 
cleared after repetition of the electroen- 
cephalogram. When there has been a second 
or third EEG which does show a normal trac- 
ing following an initial abnormality, we have 
the impression that not only drugs or tension, 
but also very brief dozings, and a combination 
of all these may have been present in the 
original abnormality. The possibility of very 
brief periods of some type of sleep effect 
should not be overlooked in this category of 
electroencephalograms. At times tense patients 
will have momentary periods of dozing with 
consequent development of slow 5 to 6 per 
second “sleep” waves which will “confuse” 
the normal appearance of the waking EEG if 
this consideration is overlooked. 

Most commonly, tension will be manifest by 
irregular fast activity with frequency rates 
above 24 per second. This may be, or usually 
is, the result of muscular activity. Subsequent 
electroencephalograms, the use of relaxing ad- 
juvants as Seconal or chloral hydrate, and 
evaluation with the help of sleep recordings 
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will in most instances eliminate or help evalu- 
ate this artifact. 

Some records with fast activity, however, 
will not yield to these procedures for evalua- 
tion and, if the proper period of time and 
controlled observation has also ruled out 
barbiturate effect, then what remains is a 
basic fast wave rhythm. Although many of 
these persist with repetition, we have the im- 
pression that the fast activity is a result of 
neuronal tension or heightened neuronal 
irritability. This type of fast wave deviation 
from the alpha rhythm is classified as an 
abnormality although not all workers in the 
field agree on this. 

E. P., a 31 year old, single, white female, was ad 
mitted complaining of incapacitating headaches with 
feelings that people did not like her. The EEG upon 
admission and repeated with sedatives showed a domi- 
nant 17 to 19 per second pattern with 10 to 12 per 
second waves as a subdominant rhythm. 

J. H., a 21 year old, married female, was admitted 
complaining of feeling that she was a little girl with 
some hallucinatory experiences and depression. The 
EEG upon admission and repeated a second time with 
chloral hydrate sedation and for a third time after 
a sleep recording, showed a fast 14 to 18 per second 
pattern in the order of 25 to 40 microvolts (Fig. 5). 


Abnormally slow waves may be evidence of 
tension. In this series this distortion was 
noted in five patients. At times we have 
been concerned that these patients were dozing 
but we eliminated this possibility by subse- 
quent electroencephalograms, and looking for 
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H. Electroencephalogram shows a fast 14 to 18 per second 
pattern in order of 25 to 40 microvolts. 
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similar abnormalities during overventilation. 
These slow 4 to 6 per second waves are seen 
predominantly in the occipital regions where 
they occasionally occur singly but usually in 
sudden rhythmic sequences which may be 
quite long and then spread to other regions, 
with very little of this slow wave activity dis- 
cerned in the temporal regions. By the regu- 
larly consistent way the general dominant 
pattern is maintained, and even reappears 
very suddenly when these slow wave forms do 
not appear, it suggests that this distortion is 
an abnormal manifestation of tension, rather 
than some abnormality suggestive of other 
tvpe of cerebral disease. 

M. H., a 39 year old, white married female, pre- 


sented a syndrome of paranoid schizophrenia for the 
past three years. Initial and subsequent electroen- 
cephalograms showed occasional rhythmic slow 5 to 6 
per second wave sequences predominantly in the oc- 
cipital regions. The basic pattern of 12 per second 
waves were well defined and well modulated with no 
instability of voltage, frequency, and no other changes 
during and after overventilation (Fig. 6). 


One may say that the pattern of these 
records appear so normal that these slow wave 
forms occur as a surprise. The rhythmic slow 
waves do not represent absolute harmonics ac- 
cording to frequency analysis but at times are 
quite close to being one half of the dominant 
rhythm in time. None of our five patients 
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M. H. Electroencephalogram shows occasional rhythmic slow 
5 to 6 per second wave sequences predominantly in the occipi- 
tal regions. A basic dominant 12 per second rhythm was 


prominent, regular and consistent. 
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with slow wave tension records had seizures or 
any history of episodes which might in some 
way be related to partial or complete loss of 
consciousness. 

Other neurophysiologic deviations that were 
seen in EEG recordings are also distinctly ab- 
normal. Yet there is no known pathologic 
cerebral etiology in these patients. These 
tracings are of many different types and may 
be said to form a borderline group between 
the normal and the paroxysmal abnormal 
EEG of the type seen in the various epilepsies. 
Yet the psychiatric syndromes or disorders are 
all of different types and may be either of long 
or short duration. How much the EEG ab- 
normality contributes to the behavior difficulty 
is a question to be correlated with all of the 
clinical history and findings. When seizures 
have not occurred, and the neurologic findings 
are not indicative of cerebral disease, we have 
the impression that the patient’s condition 
(and perhaps the EEG) is primarily a result of 
disturbed interpersonal relations. This group 
of electroencephalographic abnormalities is a 
matter of continued research. 

G. C., a 50 year old, white female, with a chronic 
invalid reaction since the death of her husband has 
been more or less confined to bed for the past 10 years. 
Her EEG (Fig. 7) showed an abnormal pattern 
in all leads of slow 5 to 7 per second waves mixed 
with fast activity in the 15 to 20 per second range. 
Improvement has been very slow and gradual but 
subsequent electroencephalograms remain unchanged. 
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G. C. Electroencephalogram shows an abnormal mixed pat- 
tern with slow 5 to 7 per second waves and fast activity in 
the 15 to 20 per second range. 
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M. S. Electroencephalogram shows an abnormal mixed pat- 
tern with slow, irregular, 3 to 6 per second waves in all leads, 


mixed with a 9 per second rhythm predominantly in the o¢ 
cipital regions. 


M. S., a 30 year old, white female, with the psychi- 
atric syndrome of anorexia nervosa since the birth of 
her daughter seven years ago, has had previous inten- 
sive medical treatment. Her EEG (Fig. 8) showed 
an abnormal pattern in all leads. Slow, irregular, 3 to 
6 per second waves were frequent and mixed with a 
9 per second rhythm in the occipital regions. There 
has been little change so far in the patient’s physical 
condition; however, she is no longer expressing con- 
cern about her weight and her mental state has 
brightened. Subsequent electroencephalograms remain 
unchanged. 


Comment 


This series shows that the findings often 
expressed in the medical literature! that 
psychiatric patients have a greater percentage 
of abnormal electroencephalograms is not 
confirmed. Studies, especially with psychiatric 
patients, should be carried out under con- 
trolled conditions (in a hospital) with a repeat 
of electroencephalograms undertaken to check 
up on any abnormal EEG for proper evalua- 
tion and subsequent management.* 


Summary 


Abnormal distortions (as distinguished from 
abnormalities or paroxysmal or organic 
cerebral origin) occur as deviations from the 
normal electroencephalogram because the hu- 
man brain wave pattern may show effects of 
tension, intake of drugs, unknown neurophys- 
iologic variants or combinations of these 
effects. Subsequent electroencephalograms will 
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often show clearing of the drug effect. Meas- 
ures to induce relaxation, and sleep recordings 
will aid in evaluation of distortions caused by 
tension. In the evaluation of the electroen- 
cephalogram neurophysiologic variants or 
abnormalities may or may not be primary 
determinants in psychiatric disorders. The 
rhythmic, synchronous variations from the 
alpha rhythm, both slow and fast, are sugges- 
tive of neuronal tension and the irregular 
mixed rhythms are unknown neurophysiologic 
variants which suggest areas of further re- 
search. 
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Discussion (Abstract) 


Dr. J. R. Knott, Iowa City, Ia. The authors are 
to be congratulated on this study. 

I am amazed, knowing what is reported in the 
literature, by the low amount of alleged abnormality, 
and at the records which were presented. I believe 
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a number of these would be agreed upon by an 
impartial jury as being normal, which to my mind 
lowers the abnormality even below the amount 
claimed. 

I am also worried, remembering a paper given three 
years ago by Dr. Parker, that the use of terms here 
imply the changes are not real because they are in- 
duced by drugs or by tension, and as a result may 
not be important in attempting to understand the 
patients. I believe that if there is an abnormality 
induced by tension, it might be very important in an 
understanding of the neurologic basis of a disturbed 
personality. I would rather regard it as that, if it 
is true, than as a curious, spurious, slow or, in a 
manner, induced anomaly. 


Dr. Pine (closing). 1 want to thank Dr. Knott for 
his comments. Naturally I do not feel that the records 
we presented would perhaps not be considered abnor- 
mal by an impartial jury. As normal, the tracings have 
been looked over by more persons than just myself and 
the co-author. At least half of those shown show 
contrasts which are dramatic. I did not want to 
create the impression that a distortion is not ab- 
normal. I meant to imply that perhaps they are 
not only abnormal but should be looked upon as 
indicating further “checkups,” and to point out why 
these changes came about, through tension, a drug, 
or factors we know nothing about. 

Finally, in treating patients we should be open to 
every point of view, not only that the EEG is often 
the determinant but that there are factors within and 
without the patient that may influence the EEG and 
make it abnormal. 





Plan now to attend a great meeting 


HOUSTON, TEXAS, November 14-17 
Southern Medical— Texas Style 
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Considerations in Anesthesia for the 


Asthmatic Patient: 


CHARLES H. GILLESPIE, M.D.,*+ Temple, Tex. 


The pharmacologic principles involved in the management of the asthmatic patient during 
anesthesia are complicated but essential in their application to safeguard the patient. 


Dur TO THE RAPID procession of new drugs 
introduced for the treatment of disease, it 
is almost impossible for the physician in 
private practice to keep abreast with phar- 
macologic advances. So many drugs have 
been introduced for the treatment of the 
patient with asthma during the last few 
years that it behooves us to be cautious in 
the combined usage of some of these prepara- 
tions. Primarily, this paper concerns the 
asthmatic patient during the course of 
anesthesia, and its purposes are: (1) to discuss 
some of the known reactions which take place 
in the asthmatic patient, and (2) to stress the 
vigilance necessary on the payt of each special- 
ist concerned during a surgical procedure. 
Not only is this cooperation necessary be- 
tween the allergist and the anesthesiologist 
during the administration of the anesthetic, 
but also during the postoperative period. 


Pathologic Physiology 


In the acute asthmatic process, there is 
spasm of the circular bronchial musculature 
innervated by parasympathetic nerves. This 
spasm can be relieved by sympathomimetic 
drugs, particularly epinephrine.*! The vital 
capacity is the important factor in asthma. 
It is always decreased because of increased 
residual air or dead space. The tidal air does 
not change, but the increase in residual air 
dilutes fresh air to the extent that the inter- 
change of gases is hampered.1!1* This gives 
rise to problems in administering a general 
anesthetic. Hilding!® has described the pro- 
gressive replacement of the ciliated cells of 
the respiratory tract by goblet mucous pro- 
ducing cells as the disease process progresses. 


*Read before the Section on Allergy, Southern Medical 
Association, Fortv-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954. 

tFrom the Department of Anesthesiology of the Scott and 
White Clinic, Temple, Tex. 


This is why the patient in the later stages of 
asthma demands so much attention to prevent 
death from asphyxiation. 


Alexander and his co-workers!* have ob- 
served that, fortunately, the cardiac status 
of the asthmatic patient usually is not affected. 
If there is question concerning this, breath 
holding is a good test of function, 25 seconds 
or less indicating poor function. For the pa- 
tient with disturbed cardiovascular function 
complicated by asthma minimal positive pres- 
sure should be used during a general anesthe- 
tic procedure. 


The onset of nocturnal attacks of asthma 
can be explained by increased vagal tone 
occurring during sleep. The same process 
may occur during the induction of an anes- 
thetic when the excitement stage has been 
minimal. Activity of the sympathetic nerve is 
interrupted by the anesthetic leaving vago- 
tonia predominant. 


For many years, there has been much 
speculation as to the possibility of an im- 
balance of the endocrine system in the pro- 
duction of bronchial asthma. This point has 
been proved to some extent by the administra- 
tion of cortical steroids in controlling asthma. 
Jaros’? has correlated an imbalance between 
the tissue damage due to acetylcholine and 
histamine, which are in excess in the hyper- 
sensitivity and collagenous diseases, and the 
secretion of enzyme-forming steroids from the 
adrenal cortex. The efficacy of therapy is 
based on the drug antagonism of acetylcho- 
line and histamine in the tissues. The release 


of adrenocorticotrophic hormones is depend- 
ent on the reflex secretion, through the auto- 
nomic nervous system, of epinephrine which 
directly activates the interior pituitary and 
also affects the rate of utilization of these 
hormones and enzymes within the organism. 
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Premedication 


Because of the respiratory complication, 
premedication of the asthmatic patient prior 
to administration of anesthesia differs from 
routine premedication. ‘The usual opiates 
(such as morphine, codeine, methadon hydro- 
chloride, and dilaudid), used as depressants, 
have a prolonged constrictor action on the 
bronchi and are contraindicated. Cohen and 
Rudolph’ describe postmortem findings in 
which morphine apparently was responsible 
for the death of five patients with asthma. 
The belladonna alkaloids added to morphine 
in proportions greater than 1:25 are consid- 
ered by some authorities to override the bron- 
choconstrictor effects of morphine. Pharma- 
cologically, the bronchi may be dilated, but 
the already tenacious mucous exudate is 
thickened more by the addition of the bel- 
ladonna group of drugs with the formation of 
firmer bronchial plugs. This could lead to 
death by strangulation. 


Demerol Hydrochloride seems to be the best 
analgesic and premedicant in the patient with 
bronchial asthma because of its sympatho- 
mimetic action. Depression of the vital cen- 
ters and sensorium is not too marked. The 
patient remains cooperative enough to follow 
all instructions in the immediate preanes- 
thetic stage. Small doses of atropine may be 
added to the Demerol when used as a pre- 
anesthetic drug. Nisentil Hydrochloride, a 
piperidine compound, may be used for minor 
surgery because of its dilating action on the 
bronchi. 


Scopolamine produces too much drying of 
the secretions and depression of the sensorium 
to be used routinely as a premedicant.® Atro- 
pine has long been used as a premedicant in 
the patient with bronchial asthma. It should 
be used in small doses for larger amounts 
cause inspissation of mucus in the lungs. 
Atropine seems to prevent the access of 
acetylcholine to the cells of the organs inner- 
vated by the parasympathetic nervous system. 
It is active against both acetylcholine and 
histamine. Atropine should be used more as 
a prophylactic agent in asthma as it is not 
effective in relieving an attack once it is in 
progress.!7 


Anesthetic Agents 


For the asthmatic patient, the choice of 
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anesthetic agents is based on and influenced 
by a number of factors. Previously, it was 
assumed that the parasympathomimetic drugs 
should be eliminated from the anesthetic pro- 
cedure. Experience, however, has proved that 
such agents can be used successfully during 
the anesthetic process in the patient with 
bronchial asthma. Bentolila* has used cyclo- 
propane anesthesia for the treatment of status 
asthmaticus with apparent good results. He 
was aware of the possible bronchial spasm 
caused by cyclopropane, but attempted to 
overcome this by judicious use of the agent 
with a slow induction and a quick recovery 
period. Although it is not the agent of 
choice for routine use, we have used cyclo- 
propane anesthesia occasionally and success- 
fully for asthmatic patients with diabetes 
mellitus or liver disease who refused to have 
spinal anesthesia. A primary contraindication 
to the use of cyclopropane for the asthmatic 
patient is the increased need for epinephrine 
and other vasopressor drugs. As cyclopropane 
sensitizes the automatic tissues of the heart 
to epinephrine, ventricular fibrillation often 
results. 


The ultra short-acting barbiturates, in the 
form of Surital Sodium and _ Pentothal 
Sodium, are said to produce constriction of 
the bronchi! but, nevertheless, they have the 
advantage of inducting anesthesia with such 
a short excitement period that they have 
proved effective in patients with bronchial 
asthma. Barbiturates have been used empir- 
ically for many years in the treatment of 
hypersensitivity states and benefit is probably 
due to the fact that barbiturates react with 
thiamine in such a way as to inhibit the 
synthesis of acetylcholine.’ 

Other valuable anesthetic agents which pro- 
duce relaxation of the bronchial musculature 
are chloroform, Trilene, Vinethene, and ether. 
Chloroform is seldom used in America but still 
has a fair reputation in Great Britain. 
Chloroform and ethyl chloride, however, have 
the same disadvantage as cyclopropane when 
used with the sympathetic amines. Trilene 
(trichlorethylene) is used chiefly as an an- 
algesic. It has an affinity for the cranial 
nerves, particularly the fifth cranial nerve. 
Cardiac vagal 
stimulation when the drug is used in an- 


arrhythmias may occur by 


esthetic concentrations. 


Ectopic foci in the 
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auricles and ventricles may develop into 
ventricular rhythm. 

Vinethine is excellent for short procedures, 
especially in children, and as an induction 
agent for longer ether anesthetics. Its bron- 
chodilating effect and high potency give it a 
cardinal place among the suitable agents for 
the asthmatic child. 

Because ether is an excellent sympatho- 
mimetic agent, it has proved itself superior in 
the treatment of status asthmaticus and as an 
anesthetic agent for surgical procedures. For 
years it has been a standby for the allergist and 
general practitioner in the treatment of the 
asthmatic patient who is refractory to all other 
forms of medication. Deep ether anesthesia 
for from 45 to 90 minutes has been very help- 
ful in overcoming stubborn asthmatic attacks. 
The principle involved seems to be very 
similar to that of the blocking of bizarre nerve 
impulses with repeated procaine injections to 
eliminate very disturbing sympathalgias. 
Sensitivity of the lower level of the respiratory 
tract is made more severe by repeated and 
chronic attacks of asthma. Suppression of 
these lower level reflexes lags behind central 
depression and it is for this reason that such 
deep and prolonged planes of ether anesthesia 
are necessary before bronchoconstriction can 
be relieved.® 

Procaine and cocaine have been attended by 
beneficial results in bronchial asthma and in 
other hypersensitivity diseases. It has been 
found that many local anesthetics have anti- 
acetylcholine as well as antihistamine proper- 
ties.'7 Due to its direct bronchoconstrictor 
action, Pontocaine may produce a severe re- 
action in the asthmatic patient. Before in- 
tubation, if topical anesthesia is necessary, 
Pontocaine should be administered after the 
induction of a general anesthetic. 

The bronchial musculature is unaffected by 
nitrous oxide or ethylene unless hypoxia is 
present. In such an instance, either bronchial 
constriction or dilation may be present, but 
the tendency is generally toward broncho- 
constriction. 


Stimulants 


Occasionally stimulants must be used dur- 
ing the course of an anesthetic. Epinephrine 
has long proved to be powerful and constant 
in its sympathetic Leslie’® has 


response. 
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shown, contrary to Barach and Garthwaite,’ 
that prolonged administration of epinephrine 
does not develop tolerance to the drug, nor is 
there developed a cross tolerance for norepi- 
nephrine. Epinephrine may be used in doses of 
0.3 cc. of 1:2000 solution for vasomotor de- 
pression occurring during induction of an 
anesthetic agent other than cyclopropane, 
chloroform, or trilene. 

Ephedrine!’ may be used in the asthmatic 
patient for the purpose of combating low 
blood pressure or breaking an asthmatic at- 
tack. It has a longer lasting effect than 
epinephrine but the body rapidly becomes 
refractory to the drug. Ephedrine works 
through the antiamine-oxidase action of the 
body, preserving circulating epinephrine 
which flows to release pituitary adrenocortical 
hormones.'* It is contraindicated in the 
later stages of shock as large doses produce 
myocardial depression and a further fall of 
blood pressure. 


Neosynephrine and Vasoxyl (methoxamine 
hydrochloride) may also be used satisfactorily 
in the asthmatic patient. Because it has little 
or no direct action on the heart muscle, 
Vasoxyl is probably the only stimulant to be 
used if cyclopropane is the anesthetic agent. 

Norepinephrine (4 mg. per 1000 cc. of a 5 
per cent dextrose solution) may be used very 
satisfactorily in the later and severe stages of 
shock. It lacks the degree of bronchial dilata- 
tion produced by epinephrine but when given 
at a sufficient drip controls the blood pressure 
at the desired level. 

In obstetrics, pituitrin is contraindicated 
because of its bronchoconstrictor action. 
Pitocin, however, can be used as it acts only 
on the pregnant uterus. Methergin (methyl- 
crgonovine tartrate), even though it js an 
ergot preparation, has little or no effect ex- 
cept on the pregnant uterus. 


Technic 


Excitement, in itself, has been known to be 
a factor in the production of an asthmatic at- 
tack. It is for this reason that a quick and 
easy induction is advantageous in the asth- 
matic patient. Where venipuncture is easily 
accomplished, it is best initiated by Pentothal 
Sodium or Surital Sodium induction. This 
can be followed by general ether anesthesia as 
the agent of choice. In the child, either Vine- 
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thene induction or induction with rectal 
Avertin is best. Avertin produces bronchial 
dilatation and is pharmacologically sound for 
the asthmatic patient. It is contraindicated, 
however, in most other pulmonary diseases 
and in renal diseases. Rectal Pentothal may 
be used with care in the child with mild 
asthma but not in severe asthma. After in- 
duction, anesthesia is maintained with ether 
and oxygen. 

In the asthmatic patient uncomplicated by 
heart disease, mild intermittent positive pres- 
sure is applied to adequately ventilate the 
patient. This is important throughout the 
entire procedure as this patient tends to pro- 
duce more mucus than the average patient. 
This pressure pushes the fluids out of the 
alveolar sacs and back into the tissue spaces. 
This pressure aids in the milking action of 
the lymphatics to throw the material through 
alternate channels.!° If relaxation is needed 
over and above the ether, or if laryngospasm 
or bronchial spasm occur, it can be controlled 
by succinylcholine which first constricts and 
then relaxes the bronchus in a few seconds. 
The mode of action of succinylcholine 
(diacetylcholine) is depolarization of the 
motor end-plate membrane, thus effecting a 
myoneural blockade by raising the threshold 
value to acetylcholine. Its brief mode of 
action is due to the double hydrolysis both by 
the plasma cholinesterase and the acetylcho- 
linesterase. It is best given by the drip 
technic in normal saline (0.2 per cent solution 
of succinylcholine). Actually, curare is not 
contraindicated as a muscle relaxant in the 
asthmatic patient because it has no direct ac- 
tion on the bronchi.! Its duration is not 
easily controlled and in exceptional cases an 
histamine-like action may produce _bron- 
choconstriction. The full explanation is not 
apparent in these occasional cases. 

High spinal anesthesia should be eliminated, 
especially in the patient with severe asthma, 
because of the possibility of excessive secre- 
tions causing atelectasis. Too, hypoxia is 
more likely because of improper ventilation. 


Drug Adjuncts in Anesthesia 


The antihistaminics have little use during 
the anesthetic procedure. Selle?® states that 
Benadryl or Pyribenzamine will not be effec- 
tive in 20 to 50 per cent of patients with 
asthma because the lung tissue is a very rich 
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source of histamine. In asthma, the histamine 
release is too great to be affected by any 
dosage of the drug antagonist ordinarily 
tolerated. It appears that an inadequate 
amount of the drug reaches the site of action. 

The adrenal corticoids have opened new 
fields in the handling of the asthmatic patient, 
but the patient who has been receiving 
cortisone or ACTH therapy presents a very 
definite anesthetic risk. Salassa!® has reported 
two deaths during anesthesia in patients who 
had been on cortisone therapy because the 
drug was omitted a few days before anesthesia. 
There was not enough adrenocortical activity 
in the body to maintain life through the 
stress of anesthesia and surgery. It has been 
established that it is necessary to maintain a 
cortisone balance if the patient has been on 
previous cortisone or ACTH therapy. Much 
has been written about the far reaching effects 
and comforts obtained by the use of adreno- 
corticotrophic hormones, yet, immunologi- 
cally, the results are not adequately explained. 
According to Gelfand'? ACTH may interfere 
with antigen-antibody union or alter the cell 
reaction so as to prevent release of histamine. 
Whatever the mechanism, the results are 
dramatic. Patients who have been on pro- 
longed cortical steroid therapy have a sup- 
pression of the adrenal cortex which is re- 
versible. Salassa!® suggests that those patients 
who have received significant quantities of 
ACTH within 3 to 6 months should receive 
prophylactic therapy if subjected to ap- 
preciable stress. A patient who has had 
signs of marked hypercortisonism within one 
to one and one-half years prior to severe 
stress should be managed as though he were 
a candidate for acute adrenal insufficiency. 
Hydrocortisone (Cortef), an intravenous corti- 
coid, should be considered for immediate 
cortisonization. It is supplied in 20 cc. 
ampules, containing 100 mg. of cortisone 
equivalent. It should be given by intravenous 
drip in 1000 cc. of glucose (5 per cent). Re- 
sponse to this mode of administration is 
almost immediate. It must be remembered 
that patients on chlorpromazine hydrochloride 
must have the dosage of other drugs reduced 
Aminophylline, in dosage 
should be considered for im- 


to about one-half. 
of 500-1000 mg., 
mediate intravenous injection for the purpose 


of relieving an asthmatic attack in progress. 
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Fluid Therapy 


Stoesser and Cook, cited by Curry,’ noted 
that large amounts of dextrose and water 
helped children with asthma and that the 
addition of saline negated the improvement. 
It is known that glucose stimulates the 
adrenals and thereby reduces the possibility of 
bronchial difficulties through increased circu- 
lating epinephrine. Rusk and his co-workers, 
cited by Curry, have reported a high serum 
potassium in asthma and improvement as the 
serum potassium falls. It would seem that 
fluid therapy should be limited to dextrose 
alone or dextrose in very small concentrations 
of saline. 


Postoperative Considerations 


It is said that complications occur three 
times more frequently in the asthmatic patient 
than in other types of patients.?° Here again, 
it is of necessity that all specialties concerned 
must be coordinated for handling the patient 
during this critical period. Smoking and all 
other known excitants should be eliminated 
during the postoperative recovery period. 
Deller® has outlined three stages of asthma 
(swelling, edema, and fibrosis) that take place 
in the lower respiratory tract. In the early 
stage of asthma where secretions are the pre- 
dominant factor, littke more than the usual 
precautions are necessary. These precautions 
include frequent turning, encouragement of 
coughing, and deep breathing with or with- 
out carbon dioxide inhalation. Narcotics 
should be held to a minimum and then used 
only as Demerol and Nisentil. 


During the second stage of chronic asthma, 
where bronchial swelling due to edema and 
corrugations of mucosa are present, the above 
measures should be supplemented with posi- 
tive pressure breathing. This, of course, should 
be intermittent and administered when the 
patient shows some impending signs of respira- 
tory difficulty. Oxygen-helium mixtures may 
be used if asthmatic breathing is evident. 
Should over-medication occur with the nar- 
cotic group of drugs, N-allylnormorphine 
(Nalline) may be effectively used without 
increasing the hazards to the asthmatic patient. 
It must be borne in mind that normorphine 
in itself may produce narcosis after antago- 
nism is complete. 

Where fibrosis is 


already present the 
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elasticity of the lung is lost as well as the 
Hering-Breuer and pleural reflexes. It is difh- 
cult to differentiate between old chronic 
asthma and emphysema. Cardiovascular 
complications may be present along with the 
pulmonary disease. 


Arnold? has shown that pulmonary hyper- 
tension, which is sometimes a most trouble- 
some factor, is easily controlled by expiratory 
positive pressure breathing with the O. E. M. 
meter mask. It is possible that a ganglionic 
blocking agent such as Arfonad (R2-2222) may 


on 


help to reduce the pulmonary hypertension 
more quickly if used along with positive pres- 
sure. This is still in the investigative stage. 
Along with the use of positive pressure, and a 
very important part of the treatment, is 
postural drainage. The lung must be kept as 
dry as possible. Little postoperative medica- 
tion is necessary and then an agent which will 
produce only bronchial dilatation such as 
Demerol is recommended. Close observation 
is necessary for combating these postoperative 
sequelae in the asthmatic patient. 


Summary 


Definite, detailed anesthetic technics have 
been omitted in this paper, but uses and 
abuses of drugs in the overall handling of the 
asthmatic patient undergoing anesthesia have 
been discussed. 
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Discussion (Abstract) 


Dr. Nils Normann, St. Louis, Mo. Dr. Gillespie has 
given us an excellent and complete survey of pharma- 
cology as related to the asthmatic patient. Therefore, 
only a few supplementary remarks will be added. 

The desirability of a quick, smooth induction to 
avoid excitement has been pointed out. Though it 
may seem repetitious, it should be emphasized that 
the asthmatic patient may be as much in need of 
psychotherapy as of pharmacotherapy and therefore 
the preoperative visit is essential. 

With respect to ether, it may be that a still stronger 
emphasis should be put on one particular effect. In 
1912, Elliot demonstrated that ether gives rise to a 
sympathetic discharge through the central nervous 
system especially a release of epinephine from the 
adrenal medulla. Consequently, in ether anesthesia 
we are dealing not only with the anesthetic effects of 
ether but also with the effects of a physiologic con- 
tinuous infusion of epinephine. 


Dr. Jaros’ hypothesis, mentioned by Dr. Gillespie, 
states that the pathologic states of hypersensitivity and 
collagenous disease depend on the persistence of 
unantagonized deleterious effects of histamine and 
acetylcholine in the tissues generally. One wonders 
whether this hypothetical change in the metabolism 
of acetylcholine alters the actions or extent of action 
of our commonly used neuromuscular blocking agents? 
Would Dr. Gillespie care to comment on these relation- 
ships. 
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\ practical point in the anesthetic management of 
the asthmatic patient is the use of the endotracheal 
tube. On the one hand optimum ventilation is de- 
sirable, and on the other hand_ tracheobronchial 
stimulation (trauma) should be avoided. I am interested 
to hear from Dr. Gillespie about his experience and 
opinion concerning this matter. 


Dr. J. B. Miller, Mobile, Ala. One _ interesting 
point touched upon, but not discussed in detail, is 
the observation of Guilder who showed that normal 
cells are so often replaced by daughter, freely secreting 
cells. We know that the asthmatic’s secretions are a 
problem as a matter of stasis. 


In a recent issue of the Journal of the American 
Medical Association, Sadow reports that he had _ re- 
duced the incidence of postoperative atelectasis, pneu- 
monias and fever, a triad so common in asthmatics and 
others after surgery. He has reduced the incidence 
from 15 per cent to less than one per cent by a 
suitable change of the humidity bottles attached to 
the oxygen outfits in the recovery room. Instead of 
using humidity bottles, he nebulizes the air routinely 
to these patients postoperatively. He allows them to 
be propped up immediately. 

Concerning the effect of sodium,—I feel that it 
makes asthmatics worse and that potassium makes them 
better. My theory is that potassium iodide causes 
the excretion of sodium and thus a reduction of edema. 

Surital and Pentothal were mentioned as inducing 
anesthesia without struggling of the patient. In 
pediatric asthmatic patients, good results are obtained 
by giving rectally Surital or Pentothal preoperatively. 
Ihe children know this only as an enema, and fall 
asleep in their own bed not in the operating room, 
which completely circumvents the psychic problem and 
works very nicely. 

Regarding the use of the endotracheal tube, we know 
that liquid Pentothal may cause laryngospasm. This 
can be prevented by having the patients inhale, after 
anesthetization with Pentothal or Surital by rectum, 
a solution of Pontocaine, or other surface anesthetics 
dissolved in a little Alevaire for a few minutes before 
introducing the endotracheal tube. 
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Seasonal Incidence of Lead Poisoning 
in Children in St. Louis: 


BENJAMIN W. LEWIS, M.D., DR. P.H., 


+ RICHARD J. COLLINS, B.S.,¢ and 


HERBERT S. WILSON, B:S.,§ St. Louis, Mo. 


Lead poisoning in children offers interesting problems 


in prevention as well as in education of the public. 


Tue KNOWLEDGE that children suffer from 
lead poisoning is not a recent development. 
Still, of England, in his textbook on pediatrics 
published in London in 1917, devoted four 
pages to this subject.' Blackfan? in the United 
States in 1917, gave a classical account of the 
disease as it is manifested in children. The 
Australians have made thorough studies on 
the occurrence of poisoning in children, their 
investigations extending back to their first 
recorded case in 1892. They emphasized the 
significance of ingested lead and of pica. 

More recently it was observed that the 
incidence of lead poisoning in children was 
apparently influenced by the season of the 
year. Shelling and Hooper,* in 1936, com- 
mented in general as follows: “The number 
of cases of acute lead poisoning admitted to 
our clinic is greatest during the summer 
months, when the sun’s rays emit a greater 
abundance of ultraviolet rays than in any 
other season of the year.” A similar obser- 
vation was made by Rappaport and Rubin® 
in 1941. They report, “almost all the cases 
occur during the late spring and summer 
months.” 


A study made by the Baltimore City Health 
Department, extending over two decades, 
demonstrated clearly that there is a seasonal 
pattern in the occurrence of this disease. It 
was evident from that study that “more cases 
were reported in July and August than in 
any other months.’ 


Exposure to Lead 


Lead compounds enter the body by three 
routes: (1) via the gastrointestinal tract; (2) 
via the lungs; and (3) through the skin. 


*Read before the Section on Public Health, Southern 
Medical Association, Fortv-Eighth Annual Meeting, St. Louis, 
Mo., November 8-11, 1954. 


tFrom the Division of Health, St. Louis, Mo. 
tChemist. 


$Former chemist, Division of Health, St. Louis, Mo 


In children the main route of entry is 
the gastrointestinal tract, but some cases have 
been caused by the inhalation of lead fumes, 
or the absorption through the skin of lead 
compounds. 


The problem of lead poisoning in children 
from ingested lead is inseparable from the 
disorder known as pica. This is defined as a 
craving for unnatural articles of food, a de- 
praved appetite. It is considered by some to 
be an exaggeration of the habit in young 
infants of attempting to place everything 
within reach into their mouths. 


In children who suffer from pica, the sense 
of wholesomeness is lacking, and they crave 
sand, dirt, gravel, cinders, wall plaster, paper, 
paint and other substances. Although a child 
with pica craves many different types of 
things, it is very fortunate that most of these 
things are chemically inert and, although 
they occasionally lead to minor ailments, they 
do not cause any serious disturbance in the 
health of the child. 

There is, however, one type of poisoning 
which these pica children may acquire, and 
that is lead poisoning. This may easily be 
overlooked, because the average physician has 
never had his attention called to the fact, 
and also because the clinical picture of lead 
poisoning in children is usually very different 
from that of poisoning in adults.? § 


Some children affected with pica have a 
morbid craving to gnaw painted objects, such 
as window sills, furniture, crib railings, porch 
railings and other articles around the home 
within their reach. A child lives in a lead 
world. 


Colored chalks have also been incrimi- 
nated, both at home and at school. Chalks 
of certain colors, namely, yellow, orange, and 
green, frequently contain large amounts of 
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lead chromate. Nibbling on these chalks can 
be a potent source of lead.® 

Since it has never been demonstrated that 
pica, when it exists, has seasonal variations, 
the answer to this hot weather increase in 
lead poisoning in children must be found 
elsewhere. The most satisfactory explanation 
of this seasonal pattern of increased incidence 
of this disease is probably as follows: (1) lead 
compounds must be present in the gastro- 
intestinal tract, and (2) the body surface must 
be exposed to the vitamin D activating prop- 
erties of ultraviolet rays, which increases the 
absorption of ingested lead from the gastro- 
intestinal tract. A constantly increased ab- 
sorption of lead would produce a_ higher 
concentration of lead in the body fluids, with 
a resultant increase in damage to the vital 
tissues. The sensitization by sunlight, of the 
increased amounts of porphyrin known to be 
present in persons with increased lead absorp- 
tion, may contribute to this seasonal 
incidence.* 


also 


Findings 


The Laboratory Section of the St. Louis 
Health Division first offered chemical analyti- 
cal service for the determination of lead in 
biological materials in 1946. The dithizone 
method of analysis, mixed color photometric 
technic, is used. 

This service was made available without 
charge to all hospitals, clinics, and physicians 
in the City of St. Louis. A few years after 
this service had been established, it was ap- 
parent that there was a great increase in the 
number of samples of blood and urine sub- 
mitted to the chemical laboratory for lead 
determination during the summer months. 


FIG. 1 


SEASONAL INCIDENCE OF LEAD POISONING IN CHILDREN IN ST LOUIS, MO 
A 4-YEAR STUDY (NOV.I950— OCT. 1954) 
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Approximately 90 per cent of the warm 
weather samples were obtained from infants 
and children. Therefore, starting in Novem- 
ber, 1950, a study of the monthly incidence 
of lead poisoning cases in children was _ be- 
gun. The diagnosis, in every case, was made 
by the physician in charge of the case, who 
submitted the material for lead determina- 
tion. The case was recorded as occurring in 
the month the diagnosis was made. Figure 1 
illustrates our experience. ‘The total number 
of cases, by months, are plotted together with 
the mean total sunshine hours and minutes 
per month. Mean monthly temperatures are 
recorded under the monthly legend. 

The St. Louis experience may be summa- 
rized as follows: 


In those months when the total sunshine 
hours are the greatest, the number of lead 
poisoning cases in childhood are the greatest; 
and in those months, wherein the total sun- 
shine hours are the least, the number of lead 
poisoning cases in children are the fewest. 


The relationship of temperature to the 
seasonal pattern of this disease is probably 
indirect. During the warmest months, less 
clothing is worn, and more out-of-door play 
is indulged in, with the result that an in- 
creased area of skin is exposed to the action 
of ultraviolet rays. 

During four years, 246 cases of lead poison- 
ing occurred in children. Fifty-six per cent 
of these cases occurred in the months of 
June, July, August, and September, the 
months in St. Louis with the greatest amount 
of sunshine. Seventy-eight per cent of these 


FIG. 2 


LEAD POISONING IN CHILDREN 
DEATHS BY MONTHS 
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cases occurred among children in the second 
and third year of life. 

There were 12 deaths from lead poison- 
ing in children during this four-year study. 
The case fatality rate was 4.9 per cent. 
Seventy-two per cent of the deaths occurred 
during June, July, August and September. 
Eighty-three per cent of the deaths occurred 
during the second and third year of life. 
There were no deaths during the first year 
of life, or after age four- There were no sig- 
nificant differences in the case fatality rates 
between the sexes, or between white and Ne- 
ero children. Figure 2 shows our mortality 
experience. 

We are certain that none of these cases 
were caused by the inhalation of lead fumes 
from the burning of discarded auto storage 
battery cases for fuel. Since 1948 we have had 
the support of an ordinance which requires 
that discarded battery cases be disposed of 
so as to be rendered “permanently inacces- 
sible to the public.” This ordinance is rigor 
ously enforced. 

With three exceptions all of these child 
hood cases of lead poisoning were hospital- 
ized. All deaths occurred in a hospital. 

From a public health viewpoint all meas- 
ures directed towards the prevention of lead 
poisoning in children have as their basic 
strategy the idea of making lead compounds 
inaccessible to children. The tendency has 
been to rely on legislation. In France, since 
1917, regulations have prohibited the use of 
lead pigments in paints used for toys, chil- 
dren’s furniture, or on interior work. The 
Province of Ontario, Canada, since 1932, has 
required that all lead-containing paints sup- 
plied to makers of toys and children’s furni- 
ture be so labeled. In Baltimore under the 
ordinance concerned with the hygiene of 
housing there is a regulation which reads 
as follows: “Interior painting. No paint shall 
be used for interior painting of any dwelling, 
or dwelling unit, or any part thereof, unless 
the paint is free from any lead pigment.” 
Also in Baitimore in properties where lead 
poisoning in children has occurred, landlords 
have been required to remove lead paint from 
surfaces where there is flaking or where a 
child has chewed.® 

Prevention through education is best car- 
ried on in the newspapers, in pediatric clinics, 
and in well baby conferences, or by visiting 
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nurses, who should acquaint parents, es- 
pecially those whose children exhibit pica 
tendencies, of the dangers of lead poisoning. 
The dangers arising from the repainting of 
old toys and furniture with paints of un- 
known composition should also be made clear 
to parents. 


Summary 


(1) Cases of lead poisoning in children, 
with fatalities, have occurred in St. Louis. 
The ingestion of material containing lead 
compounds is the cause. 

(2) The incidence of lead poisoning in 
children in St. Louis is highest in the summer 
season, when the total actual sunshine hours 
are the greatest. 

(3) The problem of pica is inextricably 
mixed with these cases of childhood plumb- 
ism. 
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Discussion (Abstract) 


Mr. C. M. Copley, Jr., St. Louis, Mo. My discus- 
cussion of Dr. Lewis’ paper will be concerned with 
the activities of public health agencies in regard to 
lead poisoning in children. 

The first requirement for any program by a local 
health agency is to provide diagnostic laboratory 
services to the medical profession and hospitals. Such 
a service is not a simple matter since the difficult 
analytical technic requires a competent chemist if 
reliable results are to be obtained. Special sample 
kits must be made up and readily available (blood 
lead kits) with instructions to insure uncontaminated 
samples. St. Louis began providing “Blood Lead Serv- 
ice” in 1946. 

The Public Health Agency must also notify the 
medical profession through children’s hospitals and 
medical societies that the analytical service is avail- 
able and information as to when use of the service 
is indicated. 


Baltimore has done a great deal since 1935 in 
preventive medicine in this field. Its approach has 
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been to investigate all diagnosed cases and to require 
correction of scaling and chewed paint where poison- 
ing has occurred, Landlords are required to remove 
flaking paint found by sanitarians, nurses, and other 
personnel during routine inspections, particularly in 
enforcing their code on the “Hygiene of Housing.” 
This code prohibits interior painting with paints 
containing lead pigments. 

St. Louis has acted so far only to legislate against 
burning battery cases after large outbreaks and a 
number of deaths had occurred from this source. 
This legislation assures the disposal of battery cases 
in permanently inaccessible dumps as in deep quarries 
or sanitary landfills. The results with this legislation 
have been spectacular since this source of poisoning 
can be readily controlled by searching out salvage 
operations and making battery cases inaccessible to 
the people who might burn them. 

In the case of chewing of lead paint legislation 
is not nearly so effective. Inspections of slum dwell- 
ings are few in a large city like St. Louis which 
has about 65,000 slum dwelling units. The public 
demand for enforcement of housing laws never seems 
to be great enough to result in sufficient appropria- 
tions to do an adequate job in the face of the finan- 
cial difficulty of most older large cities. Elimination 
of our slums is many years away. 

Investigation of known lead poisoning cases and 
corrections ordered thereafter may prevent recur- 
rence but is not preventive of new cases. 

Legislation to prohibit future use of lead pigments 
inside houses and on toys and children’s furniture 
undoubtedly helps to some extent and as time passes 
will have more effect. 


Education of parents through literature, clinics, 
new releases, radio and television to watch for 
“pica” and lead poisoning may be very helpful. Dr. 
Williams, Health Commissioner of Baltimore, has evi- 
dence that the many educational activities undertaken 
in that city have helped. He states in his article in the 
March, 1952 “Public Health Reports” that: “It is not 
unusual now for a mother to take a child to a 
physician and to volunteer information on pica and 
suggest that the child may be suffering from lead 
poisoning.” 

In the long run, legislation coupled with education 
and with the gradual elimination of our large city 
slum housing problem should further reduce cases 
of lead poisoning in children. 


Dr. Donald L. Thurston, St. Louis, Mo. I am a 
pediatrician and concerned with the problem of these 
children hospitalized with lead poisoning. Since ar- 
riving in St. Louis in 1946 the diagnosis of lead 
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poisoning has increased tremendously, as you will 
notice by the graph. I think this is due to the informa- 
tion that has been disseminated to the physicians by 
those of us who are interested in lead poisoning. 
However, that in itself is insufficient to solve this 
problem of lead poisoning. 

Baltimore thought it had the Utopian approach, 
but if you check its figures, you will find the incidence 
of lead poisoning is not decreasing, even in Baltimore. 

Chicago recently awoke to the fact that it had 
the problem of lead poisoning. A review of statistics 
from that city shows very little to no occurrence of 
lead poisoning occurring, yet, when case histories were 
reviewed, the incidence was great. 

I do not know what we are going to do about lead 
poisoning. Pica in a child is the first sign of danger. 
Paint in a house cannot be controlled by legislation 
because I can go to the local paint stores, get lead 
paint and smear it all over my house if I want to. 

Therefore, we cannot reduce the exposure to lead 
by legislation, other than with the control of battery 
cases. This rapid type of lead poisoning has been con- 
trolled by public health programs. 

I am interested in the treatment and the prevention 
of lead poisoning and here the pica problem is im- 
portant. Some have felt that pica is a psychological 
disturbance. Children chew and will continue to do 
so; they will practice on the most available thing. In 
one case of lead poisoning no lead or teeth marks 
could be found in the house. But the bannisters in 
grandmother's house next door was chewed from the 
bottom to the top. 

The problem is difficult and I believe the public 
health approach should be to make physicians in 
the community cognizant of the possibility of lead 
poisoning. That will reflect itself in a marked in- 
crease in the incidence of lead poisoning, and by 
education we may hope to eradicate it. 

Concerning the future of children with lead poison- 
ing, one feature should be stressed. A child with mild 
lead poisoning, in terms of no stomach symptoms, can 
show in the future evidence of damage to the brain. 
We have followed these children for 5 to 10 years, 
and we have no child who does not show brain 
damage, even though the only evidence of lead poison- 
ing were x-ray changes in the ends of long bones. 


Lead poisoning is a very serious illness, and presents 
a twofold problem, one to emphasize the need for 
early diagnosis and treatment, and the other the mat- 
ter of prevention. If someone has an excellent idea 
on how to prevent it, I am sure we all will try to 
promote the program. 
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Neuropathology of Neoplastic 


Metastasis to the Brain: 
JOHN A. WAGNER, M.D.,* Baltimore, Md. 


The author presents his analysis of metastatic malignancy 
to the brain, the effects and the sources of origin. 


AN INTRACRANIAL tumor is a lump or mass, 
usually expansile, producing a variety of al- 
terations in the contents of the cranium which 
include the brain, meninges and blood ves- 
sels. In a large series of expanding intra- 
cranial masses, observations of fixed necropsy 
material reveal a large number of phenomena 
held in common, regardless of the cause of 
the expanding mass. 


Pressure and Its Effects 


Generally, the mass presses locally on brain 
tissue irritating or depressing it. This phe- 
nomenon gives rise to the so-called localizing 
signs and syndromes of hyperactivity or hypo- 
function. Such phenomena, when arising from 
a sensory area would include paresthesia, 
hypesthesia, or anesthesia, depending on in- 
creased or decreased activity of nerve cells. If 
involvement of a motor area occurs, abnormal 
movements, spasticity or convulsive attacks 
may occur; or if depression of cellular ac- 
tivity is present, weakness or paralysis might 
result. Expanding masses occurring in in- 
tegrative or associative areas will produce the 
same basic syndromes of hypo- or hyperfunc- 
tion; however, the variations are legion and 
must be applied directly to any given case 
only after careful history and physical exami- 
nation. 


Local effect is often enhanced by intrinsic 
edema of the surrounding uninvolved brain 
and quite frequently by severe edema of a 
whole cerebral hemisphere from frontal to 
occipital poles. This phenomena, whose cause 
is essentially unknown, produces with the 
mass an asymmetry of the brain, shifting of 
the ventricles to the opposite side, distortion 


*Read before the Section on Pathology, Southern Medical 
Association, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954 

*Aided by a grant from the Sidney M. Cone Research 
Fund. 


+From the Division of Neuropathology, University of Mary- 
land School of Medicine, Baltimore Md. 


of ventricles and quite often herniation of 
the cingular gyrus under the falx cerebri. 
Thus, there is an augmentation of the ex- 
panding mass by edema, the original volume 
of the tumor being relatively increased. This 
gives rise to increased intracranial tension.* 

Now, since the calvarium is a closed, rigid 
(children excepted) bony receptacle and filled 
essentially with a liquid or  semi-liquid 
medium, the introduction of an expansile 
mass will cause a rise of pressure out of pro- 
portion to the amount of material introduced, 
for liquids are not compressible. Omitting 
atrophy, then, cerebrospinal or intracranial 
pressure changes in an expanding tumor may 
be expected to be increased over the normal 
or that expected from the volume of the 
mass alone. Though in acute processes the 
effects of intracranial pressure may be over- 
whelming, the majority of expanding masses 
suggest a much slower and deliberate course. 
As the tension mounts, the result of direct 
expansion of the mass plus the local edema 
begin a series of events which together tend 
to produce a vicious circle. 

As the result of the high pressure generated 
in the absence of compressible structures, and 
since the pressure changes in a closed liquid 
system are always equally distributed to all 
parts of the system, the readily compressible 
cerebral veins naturally are quickly affected 
and compressed. This compression of the 
veins embarrasses the venous drainage of the 
cerebrum and results in capillary engorge- 
ment, dilatation and stasis with stagnant 
anoxia. Capillary dilatation is further in- 
creased and edema is augmented by trans- 
capillary passage of the crystalloid and often 
the colloid constituents of the blood. This 





*The amount of intracranial tension produced by a given 
mass of tumor varies, presumably due to individual variations 
in the tendency for brain tissue to atrophy in advance of the 
expanding mass, time factors, as well as to variable degrees 
of edema. 
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in turn results in a relative degree of anoxia 
of the brain to which various areas are sensi- 
tive to a greater or less degree, in order, the 
retina, frontal cortex, brain stem, and cord. 
Thus, a primary swelling of the brain and a 
perivascular edematous process are added to 
cortical congestive changes in the vascular 
bed. 

These changes give rise to changes observed 
most readily in the fundus of the eye as 
papilledema and secondary optic atrophy. 
These changes accurately reflect nearly iden- 
tical changes going on elsewhere in the brain. 
From such physiologic and pathologic proc- 
esses arise all of the general signs of an intra- 
cranial tumor resulting from generalized 
swelling and anoxia plus the local neurologic 
signs derived from direct pressure of the 
tumor on the nervous tissue. Other signs and 
symptoms come either from the peculiar situa- 
tion of the tumor or from transtentorial unci- 
nate herniation, these signs being of grave 
importance. 

The posterior cranial fossa is a secluded 
area of the cranium walled off by the ten- 
torium, leaving only the incisura through 
which the brain stem passes. Laterally lie the 
petrous portions of the temporal bone and 
ventrally the dorsum sella. There is little 
room between the midbrain filling this space 
and the free border of the tentorium. With 
increased supratentorial pressure, this “free” 
space becomes very important. 

With enormous supratentorial pressure 
generated by a space-occupying mass, a por- 
tion of the brain may seek passage from the 
area of high supratentorial pressure into the 
normotensive infratentorial area. The medial 
portions of the temporal lobes are closest to 


the incisura and so, in increased tension (of 
all kinds) above the tentorium, a greater or 
lesser degree of herniation occurs, bilaterally 
equal or, with an expanding tumor, mainly 
on the side of the tumor. 

The pathology and pathologic physiology 
of uncinate hernia is complex and not com- 
pletely understood. However, there are five 
main pathologic processes giving rise to signs 
and symptoms which may be related to this 
phenomenon either on a unilateral (the more 
common) or on a _ bilateral basis. These 
changes are illustrated in table 1. Thus, all 
expansile masses hold in common the factors 
described above. 


Expanding Intracranial Lesions 

In any large series of expanding lesions 
within the cranium, four principal types are 
encountered. They vary, of course, with 
etiology, and individually as to the reflection 
of their basic nature on the individual clinical 
syndrome, and also in the cerebrospinal find- 
ings. These lesions include: (1) abscess, (2) 
hematoma, (3) glioma (including menin- 
gioma and other similar primary growths), 
and (4) metastatic cancer. 

Metastatic cancer therefore is a lump, a 
true tumor, and inherently a neoplasm en- 
dowed with autonomy of growth in a para- 
sitic fashion. It is a true tumor, exerting the 
basic influences of all tumors, with the ad- 
dition of neoplastic characteristics but with 
the additional factor of being metastatic. 
There can be no confusion between metastatic 
cancer of the brain (or intracranial contents) 
and primary tumor. The symptomatology is 
the same as that of primary glioma. Differen- 
tiation can be made grossly and, of course, 
microscopically; but clinically the diagnosis 


TABLE | 


UNCINATE HERNIA 


Pathologic Features 


Hernia of uncus, passive congestion and hemorrhagic ne- 
crosis, secondary atrophy. 


Compression of N. III. 


Compression of posterior cerebral* artery, causing con- 
gestion and hemorrhage necrosis of calcarine cortex. 


Midbrain compression, congestion and hemorrhage. 
Peduncular shift and notching of peduncle opposite to side 


with the lesion. 


*Middle cerebral artery on the same side in some instances 


probably also compressed. 


Clinical Signs 


Gliosis of uncus may be associated with seizures. 


Dilated fixed pupil on side of lesion. 


Visual difficulties and field defects. 


Extensor rigidity. Respiratory failure. 


Gives rise to pyramidal tract signs on side opposite from lesion. 
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is usually arrived at by the demonstration olf 
a primary growth from which the metastasis 
has taken origin, and not alone from a char- 
acteristic neurologic Thus, the 
metastatic tumor has certain features in com- 
mon with all expansile masses and differs, not 
clinically from primary intracranial neoplasm, 
but rather through the demonstration of a 
primary focus and an inference that the syn 
drome is the result of metastasis. 


syndrome. 


Pathogenesis 


Three routes of metastasis of a primary 
neoplasm to the brain are possible. In lesions 
of the scalp, spread to the brain and meninges 
by contiguity of tissue is possible. Direct ar- 
terial metastasis is certainly frequent and is 
perhaps the most common route. Theories 
relating to metastasis via anastomotic collat- 
eral veins have been described. It is true that 
a continuous anastomotic system may be 
shown anatomically to exist between the 
thoracic and abdominal areas and the spinal 
veins, and from thence by anastomosis to the 
cerebral veins and to the brain. However, the 
likelihood of metastatic spread of neoplastic 
disease to the brain (not spine) by this route 
is not confirmed by pathologic observation. 
Indeed, few cases of cerebral metastatic can- 
cer will reveal evidence of neoplasm in the 
dural sinuses or cortical veins, a situation 
which should exist if the venous anastomotic 
theory is to be considered valid. 


Sources of Metastasis 

There are two approaches to this problem. 
First, one may study a large series of primary 
systemic neoplasms, noting the frequency ol 
cerebral metastasis in each of many varieties. 
There are reports of such investigations, but 
for many reasons they may not be considered 
too conclusive. Great variation is reported 
in the frequency of metastasis by different 
observers. Variation also has occurred con- 
current with improvement in the manage- 
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ment of malignancy. Variation occurs with 
the type of hospital (community or research 
center), and the type of practice (surgical, 
medical, custodial) enjoyed by the investi- 
gator. There are other factors too which in- 
fluence the validity of any attempt to ac- 
curately measure the cerebral metastatic rate 
of any type of malignancy. 

It is perhaps more opportune at this stage 
in our knowledge of malignancy, to limit the 
consideration of cerebral (intracranial) meta- 
static cancer to the occurrence in any series 
of brain examinations. Even using this more 
simplified method, reports vary considerably 
as will be noted in table 2. 

From these observations, the type and in- 
cidence of cerebral metastatic cancer in a re- 
ported series varies with the type of hospital, 
segregation of sexes in hospital care, and 
type of predominant practice of the investi- 
gator. Other factors certainly include items 
of thoroughness on the part of the patholo- 
gist, frequency of examinations of the brain 
at autopsy and the autopsy percentage. .\s 
will be noted, the series reported here from 
the pathologic services of the University of 
Maryland compares favorably with the series 
reported from other general hospitals (Table 
3). 

TABLE 2 
COMPARATIVE INCIDENCE OF METASTATIC 


CEREBRAL CANCER FROM THE LITEKAITURI 


Per Cent 


U. S. Registration Area Fstimated 50 

Municipal Hospital Courville (Los Angeles 26.9 
Rupp (Philadelphia) 27.0 

Chronic Disease Hospital Lesse & Netsky (N.Y.) 58.0 


General Hospital A. B. Baker (Minnesota) 17.9 


Univ. of Md. (Baltimore) 13.3 


TABLE 3 


INCIDENCE OF AND 


CARCINOMA (UNIVERSITY 


Incidence Per Cent 
Total brain protocols 5200 
Total neoplasms 782 15 
Primary 678 86.7 
Extracerebral 305 45 
Gliomas 373 55 


Metastatic 104 13.3 


Neurosurgical Clinic Cushing (Boston) 4.2 

Adson (Rochester, Minn.) 1.2 

Cairns (London) 8.5 

Bailey, P. (Chicago 1.0) 

Zulch (Cologne) 3.4 

Olivecrona (Stockholm) 3.5 

Veterans Hospital Farle 62.7 
SOURCES OF METASTATIC 
OF MARYLAND SERIES 

1943 1954 

Source Per Cent Per Cent 

Lung 38.4 $5.3 

Breast 7.69 9.8 

Gastrointestinal 17.15 6.8 

Unknown primary site $1.05 18.0 
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There is great variability in the incidence 
of metastatic disease between the neurosur- 
gical series and those from the chronic disease 
hospital or from the Veterans’ Administration 
hospitals. The reasons are obvious. The neuro- 
surgeon’s practice tends to eliminate from 
consideration all metastatic cancer, 
while the other type hospital specializes in 
terminal custodial care especially designed for 
such cases. 


cases of 


Then, it is noted in our own series a 
changing incidence of tumor over an eleven- 
year period. The incidence of cerebral metasta- 
sis from the gastrointestinal tract has dimin- 
ished while that from the breast has risen 
slightly. Is this due to better therapy of gastro- 
intestinal cancer? Possibly, but the figures do 
not prove this. In the past I] years, the 
number of cases recorded as from unknown 
primary sites has materially decreased. This 
improvement is presumed due to better diag- 
nostic methods, greater care at autopsy, and 
as the result of a more favorable autopsy 
percentage in recent years. 

It is of course improbable that any con- 
clusive data could evolve from this series but 
one can observe the following which might 
be indicative: 

(1) Metastatic cancer to the brain is a fre- 

quently occurring lesion. 

(2) The reported frequency depends upon 
the type of practice, the nature of the 
hospital where the observations are 
made, the thoroughness of the inves- 
tigator and, of course, the nature ol 
the primary tumor. 

(3) The incidence is subject to constant 
variation due to improvements,— 
a. In therapy 
b. In diagnosis 
c. In supportive treatment 
d. In autopsy percentage 
minor variables 


and other 


Nature of the Metastatic Lesion 
The cancerous brain nodule is an expand- 
ing mass derived of tissue resembling the 
primary lesion. However, a great variability 
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in the cerebral lesion may occur. Some of the 
more frequently observed variations are,— 

(1) The lesions may be diffuse and mul- 
tiple, simulating disseminated tubercles 
and giving rise to an encephalitic-like 
syndrome; 

(2) Diffuse meningeal spread may mimic 
meningitis, occasionally giving rise to 
arachnoid block with hydrocephalus;* 

(5) Uncommon sites of metastasis are the 
spinal cord} and the brain stem. 

Most metastatic cancerous cerebral nodules 

are solid in nature, but hemorrhage in the 
tumor may be confused with apoplexy, cystic 
changes suggest abscess, and both arachnoid 
and ventricular extension may occur, compli- 
cating the diagnosis. The variable nature of 
the lesions thus gives rise to a variable syn- 
drome, so often observed clinically. 


Summary 


Until the cause and cure of cancer are 
found and cancer disappears as a discase 
entity, metastasis to the brain will be a fre- 
quent complication of malignancy. 

The problem involves an understanding of 
the effects of expansile masses upon the brain 
and structures within the calvarium, and the 
characteristics of metastatic neoplasm which 
together give rise to syndromes not unlike 
those of primary neoplasm. 

The type of the metastatic lesion is best 
determined by a thorough examination of the 
patient with particular reference to probable 
primary sources. 

Continued study of the incidence, loca- 
tion and type of metastatic brain cancer is 
necessary first, to build in the literature a 
reliable fund of knowledge and next, to keep 
such statistics abreast of progress in diagnosis 
and therapy, items being essential in the 
knowledge of malignancy. 





*While very few observations have been recorded, the 
diagnosis of the presence of neoplastic cells in spinal fluid 
preparation is possible and can prove quite helpful in estab- 
lishing a diagnosis. 

+Often loosely used and confused with ‘“‘spinal cord’ is the 
word ‘‘spinal’’ which refers to the meningeal spaces and/or 


vertebral column. Spinal metastases are common, exert pressure 
on the cord and give a spinal syndrome not unlike that pro- 
duced by an intrinsic or spinal cord neoplasm. 
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History of Medical Hypnosis’ 


WALTER W. SACKETT, JR., M.D., Miami, Fla. 


THE TERM HYPNOSIS was first used by James 
Braid abont 1800 and referred to a state re- 
sembling but not identical with sleep. This 
condition had earlier been termed animal 
magnetism by one Franz Anton Mesmer, a 
practicing physician who, in 1768, while at- 
tempting to cure a hysterical woman of her 
convulsions, pains, paralysis and dyspnea with 
magnets, found that in a trance-like state 
many of these conditions could be alleviated. 
Mesmer’s cures created a sensation in Vienna 
and aroused attention in other parts of 
Europe. In 1784 the French Government 
appointed a commission to investigate his 
claims. On this commission were Benjamin 
Franklin, Lavoisier and Joseph Guillotin. 
Their eventual decision was tantamount to 
branding Mesmer as a quack. In 1829, a 
French surgeon performed a mastectomy on 
a patient in mesmeric sleep. From 1845 to 
1851 Esdaille, in India, performed several 
thousand operations on mesmerized patients, 
over 300 of these being major operations. 
Mesmeric Hospitals were established in this 
country as well as in England. Unfortunately 
to its discredit and to its ultimate disadvan- 
tage mesmerism became associated with a 
number of cults, such as its brief association 
with phrenology. 

With the discovery of ether mesmerism and 
surgery came to the parting of the ways. Oc- 
casionally a true scientist became interested 
in mesmerism. One of these was James 
Braid to whom we owe the terms hypnosis and 
hypnotism. Braid gave to hypnosis a_ re- 
spectable physiological foundation attributing 
the phenomenon to suggestion rather than 
to the older concept of animal magnetism with 
its idea of a magnetic fluid. 


Further development of hypnosis took place 





*Chairman’s Address before the Section on General Prac- 
tice, Symposium on Medical Hypnosis, Southern Medical 
Association, Forty-Eighth Annual Meeting, St. Louis, Mo., 
November 8-11, 1954. 


in France where interest in the phenomenon 
persisted. Here the Marquis de Puységar felt 
that hypnosis could be accomplished from a 
distance, and as early as 1784 first described 
the state we now know as sonambulism in 
which state he believed the subject to be 
clairvoyant. The Paris Academy of Medicine 
in the late 1830's appointed several committees 
to investigate the claims of the hypnotists and, 
though several of these reports were most 
favorable, the matter was soon dropped. One 
must remember that there was constant bick- 
ering among the hypnotists themselves as to 
basic principles and modes of operation. In 
the latter half of the nineteenth century the 
French hypnotists seemed to maintain the 
leading role in the field. Liebault and Bern- 
heim reported some 10,000 cases in which suc- 
cessful hypnosis had been induced in 85 per 
cent. Opposing this so called “Nancy group” 
was the Charcot group headed by Jean Martin 
Charcot, under whom Sigmund Freud was a 
student and who endeavored to describe a 
physical rather than a psychological basis for 
the phenomenon. 

Because Freud was able to bring forth 
suppressed memories but was unable to affect 
cures with hypnotism, and because all patients 
could not be hypnotized he abandoned the 
use of hypnotism. In his autobiography we 
find the statement, “Psychoanalysis only began 
with my rejection of the hypnotic technique.” 
With the advent of psychoanalysis interest in 
hypnosis declined, but with the First World 
War this was renewed due to its application 
in the treatment of shell shock. Since then 
there has been a gradual reawakening of in- 
terest in this subject in the various fields of 
medicine. 


In retrospect it is clear that Mesmer intro- 
duced a medical tool which has been gradually 
shaped and welded into what may hold untold 
possibilities for the future. , 
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Principles of Hypnosis: 


WILLIAM T. HERON, Ph.D.,7 Minneapolis, Minn. 


Suggestion and suggestibility are basic in hypnosis. The clinical 
hypnotist uses these in his attempts at psychotherapy. 


ALL OF us, whether in our role as a layman or 
as a professional man, spend a good portion 
of our waking time endeavoring to control 
certain segments in the behavior of other peo- 
ple. As physicians you are concerned with the 
behavior of your patients which has to do with 
their health. One of the measures of your 
success as a physician appears in your ability to 
exercise control over this behavior of your 
patients. Do your patients look upon you in 
a friendly manner? Do they accept surgery 
when you advise it? Do they follow the di- 
rections on prescriptions you write? Do they 
take more sleep and rest when you advise it, 
and so on. 


When all is said and done there are only a 
few ways in which control of behavior can be 
attained. I will mention these only by name, 
with the exception of one. They are by 
mechanical means, by the use of drugs, by the 
use of reward, by the use of punishment, by 
the use of reason, and lastly, by the use of 
suggestion. 


Suggestion and Suggestibility 

It is this latter method of which I wish to 
speak. 

First, let us define the word suggestion. A 
suggestion is an idea accepted by an individual 
without resistance or criticism and unanalytic- 
ally, and upon which he therefore acts. For 
example, when you mention to an individual 
that he should have surgery and he immedi- 
ately replies, “All right, Doctor, when will we 
have it?”’, you have used a suggestion because 
the individual has accepted the idea of surgery 
without criticism, without hemming and haw- 
ing, and without resistance. It is obvious, 
therefore, that the essential characteristic of 
suggestion is to be found in the reactions of 
the receiver to the idea rather than in any 





*Read before the Section on General Practice, Symposium 
on Medical Hypnosis, Southern Medical Association, Forty- 
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intrinsic characteristic of the idea itself. By 
the term suggestibility we mean that char- 
acteristic of the individual which under certain 
circumstances permits him to accept and act 
upon an idea without analysis or criticism. 

With these definitions in mind I think that 
you will agree that all normal people, above 
the age of 4 to 6 years, are suggestible, that 
is, they do accept suggestions. It is equally 
obvious that we frequently endeavor to use 
the suggestibility of an individual without 
success. This is caused by the fact that people 
are not uncritically receptive of ideas under 
any and all circumstances. The successful 
physician has learned some of the conditions 
under which suggestibility effectively func- 
tions. The application of this knowledge is 
essential for a successful physician-patient re- 
lationship. 

Our reason for mentioning suggestion and 
suggestibility is that the outstanding char- 
acteristic of the hypnotized person is that he 
is more suggestible than he otherwise would 
be. We have no adequate theory of the nature 
of the hypnotic state, but for practical pur- 
poses we may speak of it as an attitude which 
is assumed by the individual with the help of 
the hypnotist. For our present purposes we 
may describe this attitude as being one of 
uncriticalness, a rather nonchalant attitude, 
one in which the person feels that resistance 
is too much effort. 


Role of the Hypnotist 


The role of the clinical hypnotist is best 
described as that of a teacher or instructor. 
The teacher of any skill knows the goal which 
he wishes his pupil to attain. The teacher 
also knows the technics which have proved 
the most successful in helping people to under- 
stand what that goal is and how to attain it. 
So it is with the hypnotist. He must set the 
stage for hypnosis in the mind of the patient, 
and then he must lead the patient by easy 
stages toward the attainment of the desired 
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lo describe the methods of doing this 
would require a great deal of time, and there- 
fore the best I can do is to give vou some idea 
of these methods in the practical demonstra- 
tion which follows. 


goal. 


We all know that no matter how skilltul the 
teacher some people will learn much more 
slowly than others. 
also. 


This is true in hypnosis 
Some people in spite of the best efforts 
of all concerned do not get the “hang” olf 
hypnosis. They either fail to go into the 
hypnotic state or go into it very lightly. The 
reasons for this are varied and only partially 
known. But in all cases there are certain 
requirements which must be met by the pa- 
tient if he is to be helped to attain the goal 
of hypnosis. These are: (1) he must be will- 
ing to accept hypnosis or at least not to resist 
the efforts of the hypnotist; (2) he must be 
able to concentrate his attention at least to 
some reasonable degree; (3) he must be able 
to use his imagination with a reasonable de- 
gree of facility. As you can immediately see, 
all of these requirements are not met in chil- 
dren much below the age of six, nor are they 
met in the feebleminded people and, for the 
most part, they are not found among the 
psychotics. 


Now it seems to be a fact that we all control 
our behavior by the use of ideas. In this 
connection I am speaking of voluntary be- 
havior and eliminating reflex, instinctive, and 
thoroughly habitual behavior. Our ideas are 
usually thought of and spoken about in terms 
of words. Consider your own behavior. For 
example, what brought you here today? It 
was a thought or sequence of thoughts, or 
we could use the term idea or ideas. You 
said to yourself, “There is something at the 
Southern Medical Association meeting that I 
will receive benefit from.” Or you may have 
said to yourself, “This will be a good excuse 
to take a few days off from my practice.” What 
I am trying to say is that it was ideas expressed 
as spoken or unspoken words that caused you 
to come to this meeting. Some of you were 
in a state of conflict. On the one hand you 
thought “I can’t take the time away from my 
practice,” or maybe you thought “I have gone 


to meetings which were a waste of time. May- 
be this one will be like those.” In other words, 
some of you were very critical of the idea of 
coming to this meeting. Others of you as 
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soon as the meetings were announced simply 
said to yourself, “I am going,” and here you 
are. Now if by some means the critical atti- 
tude could have been suppressed all of you 
would have acted in the latter fashion. An 
idea uncritically accepted is a powertul in- 
stigator of behavior. ‘That then is the real 
meaning of hypnosis. If you can get a person 
into an uncritical attitude, he will accept ideas 
which are given to him without conflict and 
they will result in behavior. Thereby you 
have accomplished your purpose of controlling 
that particular bit of behavior in that individ- 
ual, 

Now I would like to point out that the ideas 
which are given to people in the hypnotic state 
are no different than the ideas which they re- 
ceive in everyday life, either from other per- 
sons or through environmental circumstances. 
Therefore the phenomena which you observe 
in a hypnotic subject are no different than the 
phenomena which you observe in everyday life. 
This is true, I think, in spite of the efforts of 
stage hypnotists to make the public believe 
that there is something mysterious or peculiar 
about the hypnotic state and about the things 
which are done in the hypnotic state. I would 
like to take a few of these phenomena and try 
to show you that they are not peculiar to 
hypnosis and that they do occur in everyday 
life. 

Let us consider anesthesia first. Hypnotic 
anesthesia (really analgesia) seems so dramatic 
to even professional men. Now you will agree 
with me, I think, that there is constantly 
going on in the individual a selection of those 
neural impulses which become conscious. In 
all of us in this room literally thousands of 
sense organs are being stimulated, and the im- 
pulses from many of these sense organs do not 
enter our consciousness. This is often true 
even of pain. People frequently receive in- 
juries of which they are not aware at the 
moment. The reason for this is that their 
attention is concentrated elsewhere, and the 
fact of the matter is that we can give full at- 
tention to only one thing at a time. In the 
hypnotic state one may better control the at- 
tention of the patient and thus keep it con- 
centrated on something other than pain. To 
the extent that this is done the patient exhibits 
hypnotic analgesia. 


Because of time limitations, let me mention 
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just one more. One of the hardest suggestions 
to have a subject accept is what is known as 
the negative hallucination. This means that 
the subject will fail to see or hear something 
that is present. However, this phenomenon 
is so common in daily life that we have a 
lolk saying about it. I am sure that we have 
all had the experience sometime of looking 
lor something, and failing to find it, have 
someone say to us, “Look, it’s right there in 
front of you.” They sometimes then say, “If it 
had been a snake it would have bitten you.” 
This is a negative hallucination which occurs 
in daily life. 

And so I believe we can take all of the 
phenomena which have been demonstrated to 
occur in the hypnotic state and show that 
these same phenomena occur without hyp- 
nosis. The only difference is that when the 
individual is in the hypnotic state these 
phenomena are subject to a greater accuracy 
of prediction, whereas in daily life they occur 
fortuitously. 


Misconceptions About Hypnosis 


Although hypnosis could be a very useful 
tool in certain medical cases it is still difficult 
to use for several reasons. One of the chief of 
these is the fact that the public has fearful 
notions about hypnosis. One of these is that 
the person in the hypnotic state becomes un- 
conscious and therefore does not know what 
he is doing. Nothing could be further from 
the truth. The individual in the hypnotic 
state never becomes unconscious. He is al- 
ways aware of what he is doing. However, 
as I have already indicated, since the hypnotic 
state is characterized by an uncritical attitude, 
the individual will do things that he perhaps 
would not otherwise do under similar cir- 
cumstances. Nevertheless there is some reason 
to believe that there is a limit to the sugges- 
tions an individual will accept even in the 
very deepest hypnotic state. He probably 
would not accept suggestions which are con- 
trary to deep-seated ideas of moral behavior. 
For this and other reasons hypnosis will rarely 
be useful as a method of producing immoral 
acts. However, the public still believes that it 
would be possible to have an individual com- 
mit a wrong act in the hypnotic state. Even 


if it turns out that this belief is correct, the 
public should also recognize that, profession- 
ally speaking, this is an academic matter, since 
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the code of ethics of the professional man 
would prevent him suggesting an immoral act 
to the patient. The only result of such a be- 
lief, whether it be true or not, should be that 
the individual should only submit to hypnosis 
at the hands of a competent professional man 
and only for medical or dental purposes. 


Another very common belief about hypnosis 
is that it is difficult to bring an individual out 
of the hypnotic state. This alleged difficulty 
is contrary to experience. It is possible that 
in some abnormal cases there might be a little 
difficulty in getting the individual to become 
unhypnotized. But these would be rare cases 
and the average physician would probably 
seldomly encounter them. Even if he does 
they should not cause undue alarm provided 
the physician has the skill to recognize the 
motivation which is involved. 

Another common belief is that hypnosis 
weakens the “will,” particularly if the hypnotic 
state is repeated a number of times. The truth 
of the matter is that the “will” is involved 
in hypnosis only to the extent that the in- 
dividual must be willing to cooperate by plac- 
ing himself in the hands of the physician for 
the purpose of hypnotic induction. Beyond 
that point the imagination and attention of 
the individual are the more important psy- 
chological functions. The idea that there is 
a weakening of the “will” with repeated hyp- 
notic inductions probably comes from the 
fact that with repetition the individual goes 
into the hypnotic state more easily and more 
quickly. This, however, is the result of learn- 
ing. Just as every activity is usually improved 
with practice so is that of becoming hyp- 
notized. 

Another notion is that only a person ol 
feeble intelligence may be hypnotized. This 
idea comes from the fact that the stage hyp- 
notist has his subjects do acts which members 
of the audience assume only a stupid person 
would perform. A person who will submit 
himself to hypnosis for entertainment pur- 
poses might thereby be said to exhibit some 
aspects of stupidity. Nevertheless, laboratory 
investigations show that there is a positive 
correlation between intelligence and hypno- 
tizability. This correlation is low but it 
means that on the average the higher the 
intelligence the better the prospects of hyp- 
nosis. 
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There are other notions about hypnosis, 
but I believe those mentioned are the most 
common and perhaps provide the greatest 
obstacles in the patient against the use of 
hypnosis. 


Summary 


The thought that I would like to leave 
with you is that although the patient is in an 
attitude of acquiescence when he is in the 
hypnotic state, he is not an automaton. Since 
you have ideas which you wish the patient to 
accept for his own benefit, you of course will 
desire that he should be acquiescent and re- 
ceptive to those ideas. You know that he will 
be much more likely to act upon the ideas il 
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he accepts them in an uncritical fashion. But 
at the same time you must realize that the 
hypnotized person is still an individual per- 
sonality and he should be treated as such. He 
is not a pawn to be pushed around in a me- 
chanical fashion. He still has his wishes, his 
desires, his ambitions, which, while they may 
be in the background at the moment, can 
always come to the front, and the physician 
should be as sensitive to these motivations and 
sympathetic with them when the patient is in 
the hypnotic state as he would be if the pa- 
tient were in his usual state. If this is done 
I am certain that the physician-hypnotist can 
find a very profitable use of the hypnotic 
state for the benefit of some of his patients. 


Application of Hypnosis in Medicine: 


EWALD W. BUSSE, M.D..7 Durham, N. 


C. 


Hypnosis may be a valuable therapeutic tool in the treatment of psychoneurosis 
if used wisely. Through suggestion the physician may bring about more satisfactory 
adjustment between the patient and his environment. 


BEFORE THE WELL trained physician is willing 
to utilize in his practice of medicine diagnostic 
devices or therapeutic agents of any type, he 
properly wants to know certain facts. These 
facts are usually found by laboratory research 
and clinical investigation. The physician 
would like to have answered certain questions 
which include: (1) When is the diagnostic de- 
vice or therapeutic drug or procedure indi- 
cated? What are its contraindications? (2) 
What are its advantages over previously used 
therapeutic agents? (3) What are its dangers 
and limitations? (4) What is the nature of 
the therapeutic agent and how does it work 
to help the patient? (5) How does one pre- 
scribe it, or how does one actually use the 
drug or procedure? 

I have elected as my contribution to this 
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discussion to briefly, and admittedly incom- 
pletely, attempt to answer these questions. 


Indications and Contraindications 


I will start with the indications and con- 
traindications for hypnosis in the practice of 
medicine. Asa diagnostic procedure, hypnosis 
can be used when it is desirable to establish 
the etiology of symptoms which have not been 
verified as being of either medical or surgical 
origin. It is of particular use when the 
patient has had questionable symptoms for a 
long time; the symptoms were originally be- 
lieved to have an organic origin, but the 
disease has not progressed, or other substanti- 
ating physical signs have not appeared. In 
addition, the patient has shown little overt 
evidence of a psychiatric disorder. Under 
such circumstances examination under hyp- 
nosis may permit one to establish the symp- 
toms as organic or psychogenic. It is clear 
that both components often exist simultane- 
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ously, and it is then necessary to attempt to 
establish the extent of the functional and 
organic components so that the treatment may 
be reasonably planned. 

The patient who claims a period of amnesia 
presents not only a therapeutic problem but 
frequently also a medico-legal problem. Many 
criminals utilize the excuse of amnesia as a 
way of disclaiming responsibility for the crimi- 
nal act. In my experience it is extremely rare 
for any individual who develops a true hys- 
terical amnesia to participate in any behavior 
which is completely inconsistent with his per- 
sonality make-up and his usual patterns of 
behavior. The claimed amnesia by criminals 
is frequently nothing else but malingering and 
for this reason they resist hypnosis. 

Modern medicine has clearly established the 
principle that diagnostic efforts and simul- 
taneous treatment are not mutually exclusive. 
This certainly holds true with hypnosis and is 
clearly substantiated when hypnosis is used as 
a method of relieving hysterical amnesia. 

As a treatment procedure, hypnosis is indi- 
cated when the symptom is clearly of func- 
tional origin and prompt alleviation of the 
symptom, at least partially, is required. An 
excellent example of such an emergency are 
the conversion symptoms which may appear in 
soldiers during combat. <A soldier with a seri- 
ous incapacity is very difficult to evacuate from 
a combat area and partial alleviation of the 
symptoms is most useful. This is usually ac- 
complished by direct suggestion under hyp- 
nosis. Suggestion in civilian practice is often 
usable to induce a patient who has been 
unable to urinate to void, and to decrease such 
symptoms as excessive vomiting. Hypnosis, 
as a method of reducing the reaction to pain, 
has found its most frequent application in ob- 
stetrics and dentistry. Its usefulness is in- 
creased in these two fields because the pain- 
ful event can be anticipated reasonably ac- 
curately. This permits the hypnotist to work 
with the subject and to acquaint him with 
the hypnotic procedure prior to the painful 
event. 


Hypnosis can also be used as a psychothera- 
peutic adjunct in patients who appear to be 
poorly motivated or to aid the patient who is 
anxious but is unable to discuss his feelings. 
Contraindications for hypnosis not only in- 
clude the functioning of the patient but also 
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include the make-up of the physician. A 
physician should not utilize hypnosis to en- 
hance his prestige by demonstrating a dram- 
atic cure, nor should he use it if there is any 
evidence that he derives any undesirable 
vicarious satisfaction from the procedure. If 
the patient shows any evidence of psychotic 
tendencies, hypnosis is contraindicated. 


Use of Hypnosis 

The advantage of hypnosis over drugs which 
produce analgesia and sedation is first, the 
absence of symptoms due to the pharmaco- 
logical action of the drug, second, the greater 
degree of control of the therapeutic agent by 
the physician and by the patient in regard 
to depth and duration of the trance. The 
greatest disadvantage of drug hypnosis is the 
possibility that the therapeutic experience is 
a “split off" experience or that the patient 
is amnesic for the event. Consequently medical 
hypnosis has a wide margin of safety. How- 
ever, hypnosis used by the unscrupulous, un- 
trained person is to be condemned. 

The dangers of hypnosis usually fall into 
three categories: (1) the arousal of repressed 
conflicts which overwhelm the patient and pro- 
duce a suicidal attempt; (2) the involvement 
of the hypnotist in the patient's fantasies 
which are produced under hypnosis and are 
acted out by the patient, for example, the pa- 
tient may fantasize that he is attacking some- 
one he dislikes and actually attack the hyp- 
notist; (3) sexual fantasies which involve the 
hypnotist are not infrequent, and to forestall 
any unjustified accusations by the patient, it 
is recommended by many authorities to have a 
third person present when hypnotizing a pa- 
tient of the opposite sex; (4) occasionally dif- 
ficulty in terminating the hypnotic trance 
may arise. Although inability to terminate a 
hypnotic trance may be a threat to the physi- 
cian, it actually is a minor danger, inasmuch 
as the patient can be allowed to “sleep it off” 
or can be aroused by a second more authori- 
tarian hypnotist. It is true that difficulty in 
terminating hypnosis has a cause which can- 
not be overlooked, and may be a bid to have 
the physician continue to give the patient a 
great deal of attention or it may be the pa- 
tient’s inability to face reality. In the subse- 
quent handling of such a patient these factors 
must be considered. 
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Post-hypnotic suggestion, that is a suggestion 
given to the patient while under hypnosis to 
influence him alter the session, is a technic 
frequently used. Suggestions may be given 
to the patient which concern his feelings, his 
reaction to events, and his patterns of be- 
havior. Betore a physician makes any sug- 
gestion to the patient, he must consider the 
etiology of the symptom which he is attempt- 
ing to alleviate. For instance, excessive smok- 
Many 
people who smoke excessively frequently state 
that they would like to give up smoking and 
have attempted to do so, but the urge to return 
to the old habit is so strong that thev cannot 


control it. Smoking is one wav of reducing 


ing is related to emotional tension. 


tension. If the suggestion is given to stop 
smoking and the patient follows the sugges- 
tion, it is highly likelv that increased tension 
will result. The successful eradication of the 
habit alone can hardlv be considered thera- 
peutic. A more extreme example would be 
the suggestion to a patient who has an hysteri- 
cal paralysis that his symptom of paralysis 
will immediately disappear. The symptom of 
paralysis is a defense against a serious emo- 
tional conflict, and if the defense is taken 
away the patient is apt to erect a new defense 
in the form of some other symptom. The 
second symptom which appears is much more 
dificult to treat as the patient will be very 
reluctant to risk the loss of his defense. 


suggestion which results in 
compulsive behavior or results in embarrass- 
ment to the patient should be meticulously 
avoided. 


Post-hypnotic 


Ihe patient who does not under- 
stand why he feels that he must behave in a 
certain wav is naturally anxious and is often 
forced into rationalization for his activity. 
Such rationalization 
desirable. 


cannot be considered 
Only suggestions which are con- 
sistent with the motivation and understanding 
of the patient are therapeutically acceptable. 


Dr. Heron has explained to you the prin 
ciples and theory of the induction of hypnosis. 
1 would like to emphasize the physician’s re- 
sponsibility in carefully explaining to the 
patient what hypnosis is and what hypnosis is 
not. The bizarre and false ideas held by a 
large portion of the population must be talked 
over with the patient. The patient certainly 
must understand that 


clearly neither the 


ability to be hypnotized nor the inability to 
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follow the suggestions indicates any weakness. 
They should also clearly understand that they 
will not behave, nor will they be persuaded to 
act while under hypnosis, in a manner which 
would be foreign to their emotional and moral 
make-up, and best interests. 


Summary 


I would like to say that hypnosis is a 
medical procedure which is not a panacea 
for anything. It is a technic which has in 
skilled hands relatively little danger and its 
application, indications, and contraindica- 
tions can become part of the knowledge of 
the practicing physician. 
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Discussion (Abstract 


Symposium on Medical Hypnosis (Papers of Dr. 
Walter W. Sackett, Jr., Dr. William T. Heron and Dr. 
Ewald W. Busse). 


Dr. Harold Rosen, Baltimore, Md. This has been a 
most thought-provoking and significant symposium on 
the use of hypnotic technics. I say this because of the 
very moderate nature of the statements made, because 
the magic or melodrama of hypnosis has not been 
stressed and, over and above this, because the dan 
gers and contraindications have been pointed out. 


I should like to stress them more specifically es- 
pecially because, when we as physicians begin to use 
such technics on patients in our daily practice, we may 
be so impressed with the apparent miracles that take 
place as to deceive ourselves as to what actually oc- 
curs. This may be superficially impressive in two dif- 
ferent areas. 


On the one hand, we can remove symptoms, penc- 
trate amnesias, and find something out about what 
may or may not have happened. As a result we may, 
if it becomes known that we do utilize hypnotic tech- 
nics, perhaps find ourselves under pressure by law 
enforcement officials to obtain confessions from  pa- 
tients or individuals who have committed alleged o1 
actual criminal acts. Court decisions have recently 
been promulgated in this field. Hypnosis so used is 
directly contrary to due process of law, violates con 
stitutional safeguards, and is repugnant to democratic 
processes. Actually, recently, it resulted in the castiga- 
tion on the part of the court of an exceedingly com 
petent psychiatrist, employed by the D. A.’s office, 
who had extorted a confession to crimes that would 
not otherwise have come to the fore and which would 
not have been possible even on the part of so-called 


“brutal” police sergeants. Again, recently, decisions 


have been rendered, by indirection, by several of the 
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higher courts and also by “the Supreme Court of the 
United States, which have emphasized hypnotic tech 
nics. A decision in the recent case of Camilio Leyra 
was arrived at because of a confession which was, in 
the opinion of competent persons, obtained by hyp- 
notic technics, although this was not so stated by the 
court. 


The second area in which, if hypnotic technics are 
used, we may rapidly misunderstand what takes place 
and so may readily pride ourselves on successes that 
do not occur, is in the area of the removal of symp- 
toms, whether they be those of asthma, ulcerative 
colitis, epilepsy, or other diseases. This can be done 
We can stop epileptic attacks sometimes in the midst 
of the attack. We can stop asthmatic attacks some- 
times in the midst of the attack. We can 
patients with ulcerative colitis. 


“cure” 


I would therefore suggest that if vou do make use 
of hypnotic technics, never under any circumstances 
hypnotize and suggest away symptoms interpreted by 
the patient as those of a malignant disease, because 
invariably that patient, 2s Dr. Busse has so beautifully 
emphasized, will develop other symptoms. They may 
be psvchogenic or they may be something else. If that 
patient is seen later, the symptoms may seem to be 
part and parcel of some other coincidental disease 
process which has developed not days but weeks, 
months, or even years later and which have abso- 
lutely nothing in common with the disease of which 
you have “cured” him. Nevertheless there is, in all 
probability, a cause-and-effect relationship. This is 
so because frequently, as Dr. Busse has pointed out, 
when symptoms are driven underground, other ways 
and means must be found of relieving the tensions 
these symptoms so frequently symbolize. We may 
get away with it or we may not. I do not know how 
frequently we do not, but we know we may not. 

There are at least ‘wo suicides now described, 
and possibly a third who died too soon to get a com- 
plete history, which were precipitated, in the opinion 
of some of us, as a result of the direct removal of 
svmptoms by hypnotists. In their desire to be helpful 
to their patients they did not know enough about 
the dynamics involved to realize that these particular 
patients had underneath ii all very pronounced de 
pressive reactions. 


We should always bear in mind that approxi 
mately one of every twenty of the population needs 
some psychiatric hospitalization during the course of 
his life, and approximately one of every twelve needs 
some psychiatric treatment. One of every four or five 
have medical or surgical problems. One of every ten 
or twelve need help with their emotional problems 
But a specific number of these, we do not know how 
large «a number, utilize their neurotic symptoms, o1 
even their medical disease for that matter, as a de 
fense mechanism. So using it, they manage to keep 
their neurotic or very severe psychotic reactions in 
check. They are making compensating adjustments 
of the type which a Grade 2 cardiac patient would 
make. If they are robbed of their symptoms trouble 
frequently will result. In fact, this is one of the 
areas in which a good deal of research is now going 
on. It is for this reason that I would like to em 


phasize Dr. Busse’s admonition to you. Th vou do 
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utilize hypnotic technics, do so only within the field 
of your own psychotherapeutic knowledge, not going 
beyond the point to which you would have gone if 
you had been treating these patients by nonhypnotic 
means. If vou do this, you will not run into any 
difficulty and there will not be that remote danger 
which I have stressed just now. I wish to stress it, 
however, because it is so frequently overlooked and 
because so frequently we become impressed by the 
melodramatic “miracle cures” we manage to effect 
when we do use hypnotic technics. 

1 should again like to congratulate Dr. Sackett 
and the members of this panel for the very moderate 
tone in which they have discussed the possibilities, 
the potentialities, the contraindications and the dan- 
gers attendant upon the use of hypnosis. 


Closing Remarks by Dr. Guy T. Vise, Moderator 
of Symposium, Meridian, Miss. We have had a sym- 
posium on hypnosis. You may have wondered why this 
appeared on a medical program. I conducted a little 
Gallup Poll among my friends about their ideas on 
hypnosis, and found an overwhelming percentage of 
these ideas to be both chaotic and confused. 

Though the purifying qualities of the soil (“six 
feet of earth’), have been known for hundreds of 
years, only recently have the “mycins’” been isolated 
and purified to produce miraculous cures. Likewise, 
we have known of the cures under hypnosis, or sug- 
gestion for centuries. I hope we may, likewise, use 
specific hypnotic components to effect cures in the 
practice of medicine. 

Today, we have had a group of outstanding doctors 
present some of their experiences and to discuss some 
of the elemental principles of hypnosis. 

Dr. Sackett has given us an interesting review of 
the origin of hypnosis and the high points of its de- 
velopment. Dr. Heron has presented the theory and 
application of hypnosis. Dr. Busse has set forth the 
many rules and safeguards. Failure to have a set ot 
rules for hypnosis has led in the past to false and 
erroneous conclusions by those who used this tool for 
diagnosis and treatment. For this reason, hypnosis has 
been neglected by most physicians 


Most of my experience with hypnosis was during 
my high school years, when I had a short and fasci- 
nating career as a hypnotist purely for the amusement 
of my fellow students. I also did some ot it during 
my internship in New Orleans. One month ago | 
reached a patient whom I had relieved of severe 
migraine 20 years ago, during my internship. At that 
time, all other methods of treatment having failed, 
she was to have been transferred to a mental hospital 
when I asked the psychiatrist for permission to try 
hypnosis. With this she was completely relieved and 
has had no recurrences. However, 1 have not been 
using hypnosis iz: my practice, mainly because the 
public is so misinformed and associates hypnosis with 
“quackery 


Vherefore 1 am in complete agreement with Di 


Busse as to the care and wisdom with which hypnosis 
Fulfillment of Koch's postulates was 
a safeguard against error in determining the cause 
of disease when the germ theory was introduced 
Similar rules are necessary if work in hypnosis is to 


should be used. 
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be scientifically correct. It will require knowledge 
on the part of the medical profession and proof of its 
scientific usefulness for the lay public, before hypnosis 
can be applied to all possible uses. Hypnosis is an- 
other scientific tool with which to work, and _ its 
possibilities have just begun to be tapped. Hypnotism 
is a medical, sociological, political and religious chal- 
lenge. Many mistakes have been and will continue 
to be made, as in any and all unexplored fields of 
science. The medical world has the proper scientific 
training and should move forward in this field, using 
scientific rules to safeguard against false observations 
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and erroneous results, which can lead only to criti- 
cism, doubt and distrust in the eyes of the public. 
Group therapy is one of the facets of hypnosis, or 
suggestion. Alcoholics Anonymous is the outstanding 
There are 
numerous other conditions which can be helped, or 


example of this method of treatment. 


cured by similar treatments, such as obesity, migraine, 


spastic colitis and others. 
It is up to us to meet this challenge. Shall we 
accept the challenge, or shall we leave it to a more 


courageous generation of doctors? 


(@) SOUTHERN MEDICAL NEWS 





ALABAMA 


St. Vincent's Hospital, Birmingham, has named Dr. 
James G. Galbraith president of its medical staff; 
Dr. Sam Upchurch, vice-president; and Dr. Julian 
Hardy, secretary. 

Dr. J. O. Morgan, Gadsden, was elected president- 
elect of the Southeastern Surgical Congress at the 
recent annual meeting held in Atlanta, Georgia. 

Dr. Robert C. Berson is the new dean of the 
Medical College of Alabama and vice president for 
medical affairs for the University. The former as 
sistant dean of Vanderbilt University School of Medi- 
cine succeeds Dr. J. J. Durrett. 

Dr. W. J. Donald of Tuscaloosa has taken over 
as deputy state health officer. He will also serve as 
director of the department’s bureau of county health 
work 

Dr. thomas ©. Paul, Birmingham, has been ap- 
pointed chairman of the Department of Ophthalmol- 
ogy and professor of ophthalmology, Medical College 
of Alabama 


Birmingham Academy of Medicine, comprised of 
specialists in various branches of medical practice, 
has elected Dr. David G. Vesely, president; Dr. Her- 
bert Carmichael, vice-president; and Dr. Steve Stigler, 
executive Commiutteeman. 

Dr. Clifford P. Powell and Dr. George Warrick 
were elected to membership in the American Academy 
of Allergy at its annual meeting in New York. Dr. 
Powell was formerly associated with Duke University 
School of Medicine, Durham, North Carolina. Dr. 
Warrick, assistant professor of medicine, Medical 
College of Alabama, is on the staffs of Jefferson 
Hillman, Baptist, St. Vincent’s and Children’s Hos 
pitals, Birmingham 

Carraway Methodist Hospital, Birmingham, has re- 
cently received a grant of $43,382 from the John 
A. Hartford Foundation, Inc. The grant is designated 
for special new facilities and services. 


The Congress of Neurological Surgeons, at its Ex- 


ecutive Committee meeting held in Birmingham 
recently, made plans for the organization’s annual 
meeting in Los Angeles in October 8-9, which will 
be followed by a meeting with the Mexican Neuro- 
logical Surgeons in Mexico. Dr. Donald B. Sweeney, 
Birmingham, is president of the Congress. 

Dr. Aaron S. Hutto, who has practiced medicine 
in Pinson for some 37 years, was recently honored 
at a celebration in recognition of his service to the 
community of Pinson and _ vicinity. 

The Alabama Academy of General Practice has 
recently elected the following officers: Dr. J. Michael- 
son, Foley, president; Dr. W. E. Doggett, Jr., Tarrant, 
president-elect; Dr. H. S. Banton, Jr., Union Springs, 
vice-president, Southeastern Division; Dr. J. B. Clay- 
ton, Birmingham, vice-president, Northwestern  Di- 
vision; and Dr. M. E. Vaughn, Sylacauga, was elected 
to the Board of Directors. Dr. C. W. Neville, Bir- 
mingham, was elected to the Board for the first 
four-year term. 


Dr. Joseph C. Tatum, chief of professional serv- 
ices at the Veterans Administration Hospital in Tus- 
caloosa, has been appointed manager of the VA 
hospital at American Lake, Washington, D. C. Dr. 
Tatum succeeds Dr. Thomas J. Hardgrove, who has 
been appointed manager of the new VA_neuro- 
psychiatric hospital in Sepulveda (Los Angeles), Cali- 
fornia. 


ARKANSAS 


Ihe Arkansas Medical Society will hold its 79th 
annual meeting May 30-June 1 in Hot Springs at the 
Arlington Hotel. 

Dr. Thomas L. Ashcraft has opened an office in 
Rison. 

The Grand Lodge of Arkansas Masons has voted 
$4,000.00 to the Tuberculosis Sanatorium at Boone- 
ville as a fund for medicines. 


Dr. John H. Delamore, formerly of Neosho, Mis- 
souri, has opened an office in Fordyce. 


Continued on page 329 
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Standard Values in Nutrition and Metabolism 


Edited by Errett C. Albritton, A.B., M.D., Fry Pro- 
fessor of Physiology, The George Washington Uni- 
versity. Prepared under the auspices of the National 

Research Council. 380 pages. Philadelphia and Lon- 

don: W. B. Saunders Company, 1954. Price $6.50. 

In this volume there is assembled and evaluated 
in the 223 pages of tables and 16 pages of diagrams 
practically all of the acceptable data in nutrition and 
metabolism. Included are the nutrient allowances for 
man, farm and laboratory animals, and microorgan- 
isms, energy values of foodstuffs and feedstuffs, and 
nutrient functions and signs of deficiency and excess. 
Metabolic data include pathways of metabolism, end 
products of metabolism, and gaseous exchange in 
animal and plant tissues. 

As an example of the completeness of the material 
presented, the table on basal metabolism for man 
includes values at one-year intervals from age one to 
20, and at five-year intervals to the age of 75. Data 
presented for farm and laboratory animals are just 
as detailed. 


Most of the data presented are quantitative and all 
were evaluated by the more than 800 specialists in 
the fields of nutrition and metabolism who contributed 
to this volume. The usefulness of this publication 
extends beyond the standard handbook, since there 
is included a bibliography of 106 pages and, through 
a unique system for citing references, it is possible 
to find the contributor and reference source for every 
value given. 

Every effort has been made to give to the person 
using this book, whether he is a beginner or a 
specialist, a handy, accurate compilation of the perti- 
nent data in this important area of the biological 
sciences. 


Surgery of the Adrenal Glands 


By William Wallace Scott, M.D., Ph.D., Professor of 
Urology, The Johns Hopkins University School of 
Medicine, and Perry B. Hudson, M.D., Assistant 
Professor of Urology, Columbia University College 
of Physicians and Surgeons. 150 pages, illustrated. 

Springfield, Ill.: Charles C. Thomas, Publisher, 1954. 

Price $3.50. 

The rapid advances during recent years in our 
knowledge of the adrenal gland give added interest 
to this monograph on diagnosis and treatment of 
adrenal diseases amenable to surgery. After some 
introductory chapters on development, anatomy, and 
function of the adrenals, the incidence, diagnosis, and 
treatment of medullary and cortical tumors are taken 
up in detail. Representative case histories, with photo- 
graphs, are used to illustrate the salient features of 
the major syndromes. A further section sets forth 
briefly though clearly the principles of operative 
technic and hormonal management at operation. A 
final chapter is devoted to bilateral adrenalectomy 
in the treatment of disseminated cancer of prostate 
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and breast. There is an abundance of references to 
the older as well as the most recent literature. 


Shock and Circulatory Homeostasis 

Transactions of the Third Conference, September, 

1953. Edited by Harold D. Green, M.D., Professor 

of Physiology and Pharmacology, Bowman Gray 

School of Medicine, Wake Forest College, Winston- 

Salem, N. C. 230 pages, illustrated. Packanack Lake, 

N. J.: The Josiah Macy, Jr. Foundation, 1954. Price 

$3.50. 

The annual conferences of the Josiah Macy Founda- 
tion, designed to facilitate interdisciplinary communi- 
cation, bring together a small group of research men 
representing the various branches of science related to 
a chosen problem. The topics of this conference com- 
prised experiences with shock in the Korean theater 
of war, reflex factors in the regulation of the circula- 
tion, and functional properties of blood vessels. The 
participants, all of whom take part in the discussions, 
are experts in their respective fields, and this volume 
is of far greater value to the investigator than it 
would be to the practicing physician. 


Surgical Technigrams 
By F. M. Al Akl, M.D., Associate Attending Sur- 
geon, Kings County Hospital, New York. 346 pages, 
illustrated. New York: McGraw-Hill Book Com- 
pany, Inc., 1954. Price $12.00. 


This book emphasizes the surgical anatomy and 
the technical procedures in 36 or more operations 
that fall in the general surgeon’s field. A review 
of the book’s basic procedures and _ illustrations 
will aid the surgeon in handling many problems, 
more particularly the case in which detailed knowledge 
of the anatomy of the different tissues is especially 
needed. The author seeks to train the student to 
think in terms of anatomical sequence, in order to 
provide him with a foundation on which his own 
technic may develop. The importance of anatomical 
understanding in surgery cannot be overemphasized. 
This well-planned volume will aid greatly in its 
elucidation. 


The Knee and Related Structures. Injuries, 
Deformities, Diseases, Disabilities 


By Philip Lewin, M.D., F.A.CS., F.LCS., Pro- 
fessor and Chairman of Department of Bone and 
Joint Surgery, Northwestern University Medical 
School, Chicago. 914 pages, illustrated. Philadelphia: 
Lea and Febiger, 1952. Price $16.00. 


The volume is as complete as anything this re- 
viewer has ever read regarding the knee joint. The 
book itself has an excellent format, from the intro- 
ductory pages on, through the anatomy and physiology 
of the knee, to the last chapters on metabolic disorders 
and neoplastic tumors of the knee joint. Virtually no 
condition or surgical procedure on or about the knee 
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joint has been neglected in the discussion. There is an 
excellent bibliography, appendix, and index at the 
end of the book. 

Ihe volume is encyclopedic in its scope. It can be 
recommended to the casual student as a reference work. 
To the orthopedist, it is a valuable contribution in 
summary of the recent and at times the pertinent not 
so recent literature regarding the knee joint. It should 
also serve the experienced orthopedist as a reference. 
Certainly, it can be strongly recommended to the 
traumatic surgeon for use as a reference text. 

Dr. Lewin has avoided the error which frequently 
occurs in a contribution of this nature, of putting 
personal opinions as to preference always to the fore 
and failing to include important works and opinions 
of other authorities in the same field. It is, of course, 
too voluminous and extensive to use as a standard 
text; but this slight drawback cannot be considered a 
criticism. 


Pneumonia 


\ Monograph in the _ Bannerstone Division 
of American Lectures in Chest Diseases. By 
Hobart A. Reimann, M.D., Visiting Professor of 
Medicine, The American University of Beirut, Leb- 
anon, Publication Number 160, American Lecture 
Series. 236 pages with illustrations. Springfield, 
Illinois: Charles C. Thomas, Publisher, 1954. Price 


“=e 


J49. 


In his earlier book, “The Pneumonias,” published in 
1938, the author covered the subject of the etiologic 
basis of the many kinds of pneumonia. 

In the present book, “Pneumonia,” the original out- 
line of “The Pneumonias” is retained. The discussion 
divides readily into four groups: (1) those caused by 
specific infectious agents including newly recognized 
forms, (2) those which occur as part of systemic in- 
fectious diseases, (3) pneumonias of mixed bacterial 
origin secondary to other conditions, and (4) pneu- 
monias caused by allergic, chemical and other factors. 
The conventional plan of presentation according to 
etiology, pathogenesis, pathology, symptomatology, 
prevention and treatment is generally followed. The 
newer facts, concepts and advances in therapy are in- 
cluded, and information which is now of relative un- 
importance is either deleted or given minimal con- 
sideration. The result is a book which is even more 
concise than its predecessor, and which very ade- 
quately and admirably covers the present field of 
pneumonia. 


Multiple Myeloma 


By I. Snapper, M.D., Director of Medical Edu 
cation, Cook County Hospital, Chicago, Illinois; 
Louis B. Turner, M.D., Research Assistant in 
Medicine, Mount Sinai Hospital, New York, New 
York; and Howard L. Moscovitz, M.D., Resident, 
Second Medical Service, Mount Sinai Hospital, New 
York, New York. 168 pages with illustrations. New 
York: Grune and Stratton, Inc., 1953. Price $6.75. 


Within the space of one hundred fifty pages, Dr. 
Snapper and his colleagues have comprehensively cov- 
ered the subject of multiple myeloma. Following an 
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historical introduction, they consider successively the 
nature of the myeloma cell, the frequency and prog- 
nosis of the disease, the peripheral blood picture, 
clinical, x-ray and metabolic manifestations of the dis- 
ease, solitary myeloma, multiple and extramedullary 
plasmacytomas, and the pathology, diagnosis and 
treatment of the disease. Specific case histories are 
cited throughout the text. In addition to a useful 
bibliography, numerous photographs of anatomical 
specimens, x-rays, and microscopic slides add to the 
book’s value. Although the book is well published, it 
is to be regretted that it could not have been pro- 
duced to sell at a somewhat more reasonable price. 


Modern Practice in Anaesthesia 


Edited by Frankis T. Evans, M.B., B.S., F.F.A.R.CS., 

D.A., Consultant Anaesthetist, St. Bartholomew's 

Hospital, London. Second Edition. 622 pages, illus- 

trated. New York: Paul B. Hoeber, Inc., Medical 

Book Department of Harper & Brothers, 1954. Price 

$12.50. 

This is a rather comprehensive book dealing with 
nearly all types of anesthesia. The viewpoint is re- 
freshing since the editor and his twenty-five contrib- 
utors are British, with the exception of Dr. Gillies of 
Scotland. Apparently each contributor has been well 
selected, for the sections show quite a bit of enthusiasm 
for the subject. 


A brief but well covered history is presented along 
with sections on curare, local and block anesthesia, 
spinal fluid and blood therapy, as well as a rather 
thorough section on inhalation anesthesia and the 
various anesthetic gases. In addition, there are basic 
sections on physiology, anatomy and pharmacology 
especially related to anesthesia. 

There are short sections devoted to specific surgical 
procedures and the various complications of methods 
are presented throughout the book as well as a special 
section devoted to complications. The book is well 
edited and the illustrations are good. Where appro- 
priate, the source of material is cited. 


Histopathologic Technic and Practical Biochemistry 


By R. D. Lillie, A.B., M.D., Medical Director, U. S. 
Public Health Service; Chief, Pathologic Anatomy 
Service, Clinical Center, National Institutes of 

Health; and Chief, Laboratory of Pathology and 

Pharmacology, National Institute for Arthritis and 

Metabolic Diseases. First Edition. 501 pages, illus- 

trated. Philadelphia: The Blakiston Company, Inc., 

1954. Price $4.00. 

This is a storehouse of valuable information con- 
cerning histopathology. Despite the technical nature 
of the material, the author has succeeded in presenting 
it in a very readable fashion. The information is up 
to date. This reference will be prized by both tech- 
nicians and by doctors interested in histopathology. 
There are good chapters on microscopy, equipment, 
fixation and sectioning at the beginning of the book. 
The sections on the preparation and use of stains are 
excellent and the section on buffers has been con- 
siderably expounded. 


Continued on page 324 
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The President’s Page 





It is, indeed, a privilege to be accorded the 
use of this page in our Journal, and one 
which I appreciate and accept with great 
humility. It is appropriate, therefore, that 
I bring to our membership a few words of 
enthusiasm and encouragement. 


The Southern Medical Association is ap- 
proaching the half century mark, and soon 
will be making plans for a golden jubilee 
celebration in Washington, D. C., in 1956. 
To have existed nearly 50 years, to have at- 
tained a membership of almost 10,000, and 
to have served our Southland so well in a 
medical way as an independent organization, 
is an accomplishment for which we should 
be justly proud. 


The Southern Medical Association is not 
affiliated with any other medical society. It 
has many sections, covering all fields of medi- 
cine, with lectures, papers, symposia, scientific 
and technical exhibits, which are sponsored 
by choice talent from all over the South. 
Physicians working in their respective fields 
will find an abundance of thought provoking 
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material, and will have ample time and op- 
portunity to visit other sections, thus broad- 
ening their scopes of knowledge. In addition, 
our members always find good fellowship and 
line social functions to add zest and personal 
interest to the meetings. Good triends meet, 
renew old friendships, and return home hap- 
pier because of the opportunity afforded them 
to rub shoulders with schoolmates and newly- 
made friends. 


Our next meeting will be in Houston, 
Texas, November I4-17, 1955. Plans are mov- 
ing rapidly to make this our banner meeting. 
All local committees have been appointed, 
and they are already at work. In January, 
Mr. V. QO. Foster, our Executive Secretary, 
and Mr. Robert F. Butts, our Business Man- 
ager, made a [lying trip to Houston and met 
with the general chairman, Dr. Denton Kerr, 
and his committee. They found them quite 
enthusiastic and ready to execute all plans for 
a record breaking session in that great city of 
medical activities. All scientific and technical 
exhibits will be at the Shamrock Hotel. Most 
of the sectional meetings will be there also, 
although some will find adequate space and 
good clinical material at nearby hospitals. 


The Executive Committee of the Southern 
Medical Association met in Birmingham, Ala- 
bama on January 29, 1955. They approved 
all of the plans and have given the “green 
light” to the various committees to move 
rapidly in the completion of the necessary 
arrangements for our fall meeting. 

It is proverbial that Texans do things in 
a great way. We should, therefore, plan to 
match them by having unusually good pro- 
grams in the various sections, and back that 
up with a big attendance. Now is a good time 
lor us to create a slogan, 


“EACH MEMBER PRESENT — EACH 
MEMBER BRING A NEW MEMBER.” 


ON TO HOUSTON! 


R. L. SANpERS, M.D. 
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THE HYSTERIA OF HYSTERECTOMY 


From antiquity the uterus has been shrouded 
in mystery and superstition. The dual mean- 
ing of the root word Hysteria is eloquent 
testimony to our past and present confused 
state. In recent times it is not apparent 
whether it is the uterus, the patient, or the 
physician who is hysterical over hysterectomy. 

The periodic bleeding from this organ at- 
tracted early attention and “the flux” has 
been the subject of many a scientific and 
philosophical dissertation. While science has 
added much to our knowledge of the phy- 
siology of the uterus, the clinical use of this 
information is often impractical and illogical 

The uterus is indeed a remarkable organ, 
having sustained amazing assaults on its in- 
tegrity. Over the years it has been stretched, 
scraped, irrigated, burned, impaled on stems, 
cauterized, propped on pessaries, suspended, 
freed, fixed, twisted, amputated, irradiated, 
and removed. At one time it even served as a 
symbol of the great schism that divided all 
gynecologists, the total and subtotal frater- 
nities. 

While the anatomy of the uterus and the 
probable surgical technic for its removal were 
described at an early date, the frailties of 
the peritoneum restrained our efforts at hvys- 
terectomy. Following the early hazardous re- 
ports in the mid-eighteen hundreds, improved 
surgical technics and care markedly lowered 
the complication and mortality rate from 
this procedure and led to unwarranted surgi- 
cal attacks upon the internal female genitalia. 
Its promiscuous employment during the sec- 
ond and third decades of this century reached 
an almost indefensible situation. 


During this turbulent interval of the ex- 
pansion of the technical (surgical) aspects of 
therapy of the pelvis, there gradually emerged 
a group of physicians, the Obstetrician- 
Gynecologists, who by virtue of their interest, 
training, and point of focus became a special- 
ist of both the medical and surgical aspects 
of reproduction in women. 

Inevitably a reaction against this indiscrimi- 
nate use of a logical and proper therapeutic 
procedure developed. Both the laity and the 
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profession became aroused by the cavalier 
approach to the pelvis and the complete lack 
of comprehension of the functional aspects 
of the female reproductive organs. 

In an effort to check this promiscuous and 
unwarranted pelvic surgery, two restrictive 
influences were brought to bear, the “Tissue 
Committee,” and the “Obligatory Consulta- 
tion.” As valuable as these two forces may 
appear, they are as insensitive to the prob- 
lems of the woman as were the overambitious 
surgical technicians of a tew decades before. 
Unwarranted fear of Tissue Committee cen- 
sure is leading to the retention of the uterus 
following the removal of both tubes and 
ovaries. 

What are proper indications for the hys- 
terectomy? To gain some perspective on this 
matter we analyzed our own hysterectomies 
over the past three years. There were 580 
surgical removals of the uterus. In only 259 
was the removal done for primary disease 
of the uterus, 200 for uterine myoma and 59 
for malignancy. 

In 17 the removal was because of obstetrical 
problems,—seven for a ruptured uterus; three 
for therapeutic abortion and sterilization; one 
for placenta acreta; four for chorio-epi- 
thelioma or mole, and two in association with 
ectopic pregnancy. 

In 73 instances there was secondary disease 
of the uterus manifested chiefly by bleeding. 

The uterus was removed incidentally in 
231 instances; 45 times in association with 
ovarian tumor; in 41 with chronic intlam- 
mation; and in 145 during the repair of 
pelvic relaxations. 

Thus in 304 instances, or 54 per cent, the 
“Tissue Committee” would have found no 
significant abnormality of the uterus, yet we 
believe the procedure both proper and justi- 
fied by the clinical condition present. 


The influence of Obligatory Consultation, 
at times, provides equally unreasonable de- 
velopments. We recently saw a woman in her 
late forties whose uterus had been curetted 
twice and who had received three transfusions. 
Under the Obligatory Consultation she was 
seen by another physician with equally limited 
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perspective. Both physicians were so fearful 
of the Tissue Committee that they contem- 
plated yet another curettage and another 
transfusion. 

If Obligatory Consultation is valuable, it 
would seem wise to extend this requirement 
to other areas, not only to surgical therapy 
but to the major medical problems as well. 
Consultation in acute myocardial infarction 
is just as important for the safety of the 
cardiac patient as consultation for hysterec- 
tomy is to the woman. 

In the area of gynecology it is more im- 
portant that we critically appraise the total 
woman and her needs rather than the limited 
anatomical consideration of her pelvic organs. 
Let our approach to her problems be based 
on sound scientific data tempered with good 
clinical judgment. A more critical appraisal 
of the woman should replace the restricted 
tubular vision of the microscopist, and permit 
the light of this broader comprehension to 
banish hysteria from hysterectomy. 


Wirtis E. Brown, M.D. 


DIAGNOSTIC VALUE OF 
GASTROSCOPY 


Though the practical use of the gastroscope 
began about 30 years ago, it is not used as 
widely as might be expected except in clinics 
for gastroenterology. Certainly it has found 
little use other than in medical centers. 

The limited use of the gastroscope is prob- 
abiy explained on the one hand by the avail- 
ability of the expensive instrument only in 
medical centers, and the relatively few doctors 
conversant with its use and the clinical in 
terpretation of the findings. The second and 
major reason for the lack of experience ol 
doctors with the results of gastroscopic find- 
ings is the high degree of technical and inter- 
pretive skill which has developed in x-ray 
diagnosis as applied to gastrointestinal dis- 
ease over a period of four decades. And in 
contrast to gastroscopy, radiographic exami- 
nations are generally available at not too 
great a distance from the practitioner. Fur- 
thermore, radiographic examinations are Car- 
ried out with much less discomfort to the 
patient, and without hazard. 

The question often arises as to when gas- 
troscopy should be done and what is to be 
gained by this examination. This is a difficult 
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question to answer since the indications vary 
from clinic to clinic and because the enthu- 
siasm of gastroenterologists for gastroscopy is 
ol ditferent degrees. 

evaluation of the use of 
gastroscopy and its results which has appeared 
from a southern institution may be worthy 
ol review.' It covers a period of 14 years and 
1,064 examinations in 898 patients. The au- 
thors clearly indicate that they rate radiologic 
examination as the more superior single 
method of examination but they feel strongly 
about the value of gastroscopy as a supple- 
mentary or complementary form of exami- 
nation. 


Therefore an 


Their study reports a lower incidence of 
organic disease than has appeared in other 
series. This is not surprising since the se- 
lection of patients for examination will vary 
tremendously with ideas as to indications for 
this special examination. Only 13 per cent 
ol the 898 patients had lesions such as gastric 
carcinoma (6 per cent), gastric ulcer (5 per 
cent) and polyps (2 per cent). The authors 
divided their patients into four groups on the 
basis of indications for gastroscopy. One, a 
group of 356, with a history of upper gastro- 
intestinal symptoms, without bleeding, but 
having clinical or radiologic abnormality, a 
second group of 356 patients with normal 
upper gastrointestinal findings. Another group 
of Ill patients had gastroscopy because of 
unexplained gastrointestinal bleeding. The 
final group consisted of 168 patients having 
indefinite x-ray findings. The organic lesions 
of carcinoma, ulcer and polyps were found 
almost entirely in the two groups of gastro- 
intestinal bleeding and indefinite x-ray 
findings. 

With respect to gastric carcinoma and ulcer, 
radiologic examination seems to be the better 
screening procedure, since it is more likely 
to find a lesion than gastroscopy. It is of 
interest though that the gastroscopist may 
still observe the benign ulcer after it has 
been reported as having disappeared upon 
radiologic examination.? This probably ac- 
counts for the reports that small or partially 
healed ulcers are seen at gastroscopy even 
though the roentgen examination is nega- 


Meadows, J. C.. and Lefeber, t }.: Gastroscopy: A 14 
Year Survey of Over 1,000 Consecutive Examinations, Ann. 
Int. Med. 42:69, 1955. 


2. Johnson, [T. A.: Clinical Value of Gastroscopy, M. Clin. 
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tive.'? The interpretation of the roentgen- 
study may be that of a non-specific abnor 
mality, or a lesion may be misdiagnosed in 
terms of benignity or malignancy. Meadows 
and Leteber have had the experience of mak- 
ing the diagnosis of carcinoma 33 times, 20 
of the patients having been operated upon, 
the gastroscopic diagnosis being contirmed 
in 19 instances. In these 20 cases, the x-ray 
study revealed abnormality in all, but in only 
15 was the radiologic diagnosis that of carci 
noma. Thus, though radiographic examina 
tion of the stomach has reached a high grade 
of accuracy, there are times when the abnor 
-mal findings cannot be interpreted. Under 
such circumstances gastroscopy may provide 
the diagnostic answer. The function of the 
gastroscope in settling the question of whethen 
an ulcer is malignant or benign is commonly 
debated by gastroenterologists. Apparently at 
times it can be detinitely established. How- 
ever, others? * feel less certain of such accuracy 
in the diagnosis ol 
technical and othet 
often only 


malignancy because ol 
reasons, believing that 
in the surgeon’s hands can_ the 
lesion be truly evaluated. 

The diagnosis of chronic gastritis is usually 
possible only through direct visualization. 
Meadows and Leteber found it in almost halt 
of the patients having duodenal ulcer. In 
114 instances of hypertrophic gastritis diag- 
nosed by direct visualization, the radiologist 
made the diagnosis only 14 times. However, 
in spite of the high percentage of gastritis 
in their patients, these authors could derive 
no symptom pattern which is characteristic, 
and they feel gastritis represents in the main 
physiologic changes. It is agreed by several 
experienced gastroscopists that unexplained 
gastrointestinal bleeding should not be at- 
tributed to There 
is little to substantiate such deductions. As 
one author* points out, one must recall the 
proven motor, secretory and vascular disturb- 
ances which may occur as the result of emo- 
tional and other stimuli, before one attaches 
too much significance to the milder forms of 
gastritis. Nevertheless, gastroscopy seems 
clearly helptul if there are gastric symptoms 
and the roentgen findings are indefinite be- 
cause of gastritis, since the diagnosis can be 
made readily by direct visualization. The sig- 


demonstrable — gastritis. 


3. Jones, C. M.: Value of Gastroscopy to the Clinician, Gas 
troenterol. 8:278, 1947. 
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nificance of the physiological disturbances in 
motor, secretory or vasomotor spheres which 
produce gastritis cannot, however, be deter- 
mined by the instrument. 


instrument 
which can be a helpful supplemental or com- 
plemental aid to radiologic examinations, but 
it has its technical handicaps and, at times, 
uncertain interpretations. 


The gastroscope, then, is an 


Eprror. 


CHANGES NEEDED IN 
UNDERGRADUATE CLINICAL 
TEACHING 


Probably at no time has medical education 
had more problems facing it than at the 
present time. Though many and probably the 
most difficult are financial, others have to do 
with undergraduate teaching. One of these 
is the quantity and quality of clinical material 
on the teaching wards. 

One often hears the plaint of deterioration 
in clinical material as compared to the “good 
old days” of past years, and it is common to 
blame this change on social and economic 
trends. Good times, plenty of money and 
third party contracts (health and hospital 
insurance) are blamed for the shortage of 
“good” clinical material on the teaching 
wards. At first thought it might seem that 
these factors account for the dearth of certain 
types of clinical material, for such influences 
may prevent the borderline economic risk 
from becoming medically indigent. Thus it 
may seem that this patient having hospitaliza- 
tion insurance and protection against surgical 
fees will be a private patient rather than a 
ward patient. 

These factors unquestionably are great in 
certain teaching wards. No 
doubt the patients needing appendectomies, 
herniorrhaphies, cholecystectomies and other 
of the more common surgical procedures are 
fewer on the teaching wards because of the 
economic factors cited. No doubt this situa- 
tion applies also to gynecology and obstetrics. 


areas of our 


But matters are much different in the medi- 
cal fields, pediatrics and medicine, and allied 
subspecialties. Here one may say that for 
tunately the “good old days” have been ir- 
retrievably lost. Lost, not because of economic 
forces, but lost because medical science has 
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made such great strides in the past 15 to 
20 years. Preventive and curative medicine 
are keeping the medical and pediatric wards 
bare of the varied and “good” clinical cases 
of our student days. Gone for practical pur- 
poses are the many patients ill with pneu- 
monia, typhoid fever and meningitis, with 
their gamut of complications which gave us 
hours of discussion in the amphitheater on 
on the ward. Gone is syphilis with its diag- 
nostic problems in the dermatologic field, 
with its aortic aneurysms (the testing subject 
in physical diagnosis) and with its display of 
neuropsychiatric symptoms and signs. Gone 
are the higher grades of rickets and gone 
completely is pellagra, probably never to re- 
turn. Tuberculosis is diagnosed earlier and 
its victims are moved to special hospitals. 
Even the chronic diseases, diabetes and per- 
nicious anemia, can be cared for so well in 
the clinic that they rarely need reach the 
wards. The day will come when the patient 
with mitral stenosis will be shunted, when the 
time is ripe, from the medical clinic to the 
surgical ward for commissurotomy. 

Preventive and = curative medicine’ are 
changing the teaching medical wards into a 
service consisting in the main of instances ol 
the degenerative and malignant diseases. 
Wearn,' in commenting that the wards no 
longer present a cross-section of diseases, 
points out that the average age on the medi- 
cal wards of Lakeside Hospital is 58 years; 
20 years ago it was 38 years. 

This same change is found in the surgical 
field. The genitourinary surgeon sees few ol 
the complications of gonorrhea, but much 
more of prostatic hypertrophy. Mastoidectomy 


1. Wearn, J. T.: Wandering Thoughts and Observations on 
’ 


Medical Education, Tr. A. Am. Physicians 67:1, 1954. 
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is now a rare operation. The general surgeon 
has more of malignant lesions to combat, and 
fewer of the infections. Acute osteomyelitis 
and tuberculous spondylitis have been  re- 
placed with more fractured hips to pin. 

And so, too many of us interested in medi- 
cal education look back with wishful think- 
ing to the days when the wards offered a cross- 
section of disease. Some of us cling tenaciously 
toward teaching, with its cases of advanced 
congestive heart failure and uremia, to ob- 
serve the wonders of diuretics and the bal- 
ancing of electrolytes in prolonging life a 
few weeks or at most a few months. We mar- 
vel at the technical advances in surgery, anes- 
thesia, and antibiotics which permit gross and 
horrifying mutilating operations for malig- 
nancy and yet let the patient survive,—again 
olten for a few months longer. 

And while we bemoan the loss of the “good 
old days” and pride ourselves in prolonging 
lile for the doomed, we overlook the wealth 
of clinical material in the clinics. Here is 
where the emphasis in teaching should be,— 
emphasis on early diagnosis and preventive 
medicine. There is still enough disease to be 
seen in the clinic, but with modern tools, 
even if cure is not attained, proper control 
may eliminate the need for hospitalization 
for complications. In the clinic early preven- 
tive action may forestall the need for the 
extensive operations for carcinoma. 

The objectives of undergraduate medical 
education today are in some aspects a decade 
or two behind the times. It will be interesting 
to see how much longer we will postpone 
emphasis on health and prevention of disease 
in the education of our medical under- 
eraduates. 

Epiror. 
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28 TEARS AGO 


Studies on the Relationship of a Streptococcus to 
Poliomyelitis. ! 

“The isolation of a streptococcus having peculiar 
neurotropic and immunologic properties, from the 
throat, spinal fluid, and brain and cord in poliomye- 
litis, its demonstration in the throat by the precipitin 
reaction, its microscopic demonstration in the lesions 
after death and in the spinal fluid during life, as well 
as its probable relation to the globoid bodies culti 
vated by Flexner and Noguchi, and the results from 
the use of antiserum prepared with this streptococcus 
in the treatment of poliomyelitis, have been recorded 
in a series of published reports. 

‘In the most recent publication by Rosenow and 
Nickel on the use of this serum in treatment it was 
shown, as previously, that the mortality rate and inci 
dence of residual paralysis were much lower in a 
large number of cases (1,113) in which treatment was 
carried out with this serum over a five-year period 
than in the control cases in which such treatment was 
not carried out. The good effects noted at the bedside 
and on statistical analysis, manifested by a greatly re 
duced mortality rate (from 29 to 2.9 per cent) and inci 
dence of residual paralysis, were most marked when 
the serum was given in the early stages of the dis- 
ease 

“The streptococcus having peculiar neurotropic and 
immunologic properties on isolation has again been 
cultivated from the throat, brain and cord and for 
the first time, in pure culture, from the spinal fluid in 
cases of typical poliomyelitis occurring in another epi- 
demic outbreak. It has been demonstrated consistently 
in smears of the spinal fluid in twenty-three cases and 
in each of twelve monkeys that had typical poliomye- 
litis following inoculation of virus. It was proved 
to be absent in the spinal fluid of the monkeys before 
the virus was injected. 

“The results from the use of poliomyelitis antistrep- 
tococcus serum were observed in the treatment of an 


1. Rosenow, Edward C.: Poliomyelitis Antistreptococcus Se- 
rum Further Studies on the Bacteriology and Serum 
Treatment of Poliomvelitis, J.A.M.A. %4:777, 1930 
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additional series of patients with epidemic poliomye- 
litis and of experimental poliomyelitis in monkeys in 
neutralization of virus in vitro, and in the immuniza- 
tion of monkeys with the streptococcus against polio- 
mvelitic virus. 

“The curative action of the serum in the treatment 
of this new series, as in several previous series of cases 
of poliomyelitis, seemed unmistakable and was mani- 
fested in one or more of several wavs 

“Since the results from the use of this serum in the 
prevention and treatment of experimental poliomye- 
litis in monkeys are in agreement with the striking 
beneficial action again noted in clinical cases, it is 
concluded that poliomyelitis antistreptococcus serum, 
when properly prepared, has curative power in polio 
mvelitis.” 


Treatment of Pernicious Anemia of Pregnancy.” 

that form of anemia occurring during preg- 
nancy or the puerperium not due to hemorrhage ot 
directly related to infection but apparently, in part at 
least, dependent on the pregnancy itself. The condi- 
tion has frequently been termed the pernicious or the 
hemolytic anemia of pregnancy. . . . The majority of 
reported cases, including those here under discussion, 
afford justification for the names given the condition 
by the close resemblance to primary pernicious anemia, 
and seem to form a distinct group. The anemia is se- 
vere, often fatal. The color index is high. There is a 
high grade poikilocytosis and anisocytosis with meg- 
alocytes and frequently megaloblasts. The blood 
bilirubin is increased. 

“Three cases of the pernicious or hemolytic anemia 
of pregnancy have been treated with a high liver diet 
or liver extract. the response to liver treatment 
seems to have been quite analogous to that obtained 
by such treatment in primary pernicious anemia. 

“In all these cases, free hydrochloric acid was demon- 
strated in the gastric contents.” 


2. Peterson, Reuben, Field, Henry, Jr., and Morgan, Harold 


S.: Liver Treatment in the Pernicious Anemia of Preg- 
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Financing Hospital Care in the United States. Prepayment 
and the Community. Edited by Harry Becker. Volume 2. 
356 pages, with charts and tables. New York: McGraw-Hill 
Book Company, Ine., 1955. Price $4.50. 


4 Method of Balanced Anesthesia. In General Surgery, Ob- 
stetrics and Dentistry. By Sylvan M. Shane, D.D.S., Attending 
Anesthesiologist, Lutheran Hospital of Maryland; Chief of 
Anesthesiology, Doctors Hospital of Baltimore; Consultant in 
Anesthesiology, Spring Grove Hospital of Maryland; and 
Harry Ashman, M.D., Chief of Anesthesiology, Lutheran 
Hospital of Maryland. 53 pages, illustrated. Baltimore: Lowry 
& Volz, Publishers, 1955. Price $2.25. 


in Historical Chronology of Tuberculosis. By Richard M. 
Burke, M.D., F.A.C.P., Assistant Professor of Medicine, Uni- 
versity of Oklahoma School of Medicine, Oklahoma City, 
Oklahoma; Director of Tuberculosis Control, Oklahoma State 
Health Department. Second Edition. 125 pages, illustrated. 
Springfield, Illinois: Charles C. Thomas, Publisher, 1955. 
Price $3.75. 


Prefrontal Leucotomy and Related Operations. Anatomical 
Aspects of Success and Failure. By Alfred Meyer, M.D. (Bonn), 
Professor of Neuropathology; and Elizabeth Beck, Research 
Assistant, Institute of Psychiatry, Department of Neuropathol- 
ogy, Institute of Psychiatry, Maudsley Hospital, University of 
London. The Henderson Trust Lectures, No. XVII. 60 pages, 
illustrated. Springfield, Illinois: Charles C. Thomas, Publisher, 
1954. Price $2.25. 


Disorders of Character. Persistent Enuresis, Juvenile Delin- 
quency and Psychopathic Personality. By Joseph J. Michaels, 
M.D., Boston, Massachusetts. 148 pages. Springfield, Illinois: 
Charles C. Thomas, Publisher, 1955. Price $4.75. 


The Distribution of the Human Blood Groups. By A. E. 
Mourant, M.A., D.Phil., D.M. (Oxon), Director, Medical Re- 
search Council Blood Group Reference Laboratory, The Lister 
Institute of Preventive Medicine, London. Sometime Visiting 
Professor of Serology, Columbia University, New York. 438 
pages. Springfield, Illinois: Charles C. Thomas, Publisher, 
1954. Price $8.75. 


Health Supervision of Young Children. A Guide for Practicing 
Physicians and Child Health Conference Personnel. Prepared 
and authorized for publication by the Committee on Child 
Health of the American Public Health Association. 180 pages. 
New York: American Public Health Association, 1955. Price 
$2.00. 


Reactions with Drug Therapy. By Harry L. Alexander, M.D., 
Emeritus Professor of Clinical Medicine, Washington Uni- 
versity Medical School. 301 pages, illustrated. Philadelphia 
and London: W. B. Saunders Company, 1955. Price $7.50. 


Peripheral Vascular Diseases. By Edgar V. Allen, B.S., M.A., 
M.D., M.S. in Medicine, F.A.C.P., Section of Medicine, Mayo 
Clinic; Nelson W. Barker, B.A., M.D., M.S. in Medicine, 
F.A.C.P., Section of Medicine, Mayo Clinic; and Edgar A. 
Hines, Jr., B.S., M.A., M.D., M.S. in Medicine, Section of 
Medicine, Mayo Clinic. With Associates in the Mayo Clinic 
and the Mayo Foundation. Second Edition. 825 pages, illus- 
trated. Philadelphia and London: W. B. Saunders Company, 
1955. Price $13.00. 


Hyperostosis Cranii. Stewart-Morel Syndrome; Metabolic 
Craniopathy; Morgagni’s Syndrome; Stewart-Morel-Moore Syn- 
drome (Ritvo); Le Syndrome de Morgagni-Morel. By Sher- 
wood Moore, M.D., Professor Emeritus of Radiology, Wash- 
ington University School of Medicine. 226 pages, illustrated. 
Springfield, Illinois: Charles C. Thomas, Publisher, 1955. 
Price $10.50. 


Blood Groups in Man. By R. R. Race, Ph.D. (Cambridge), 
M.R.C.S. (England), F.R.S., Director, Medical Research Coun- 
cil Blood Group Research Unit, The Lister Institute, Lon- 
don; and Ruth Sanger, Ph.D. (London), B.Sc. (Sydney) 
Medical Research Council Blood Group Research Unit, The 
Lister Institute, London. With a Foreword by Professor Sir 
Ronald Fisher, F.R.S. Second Edition. 400 pages with tables. 
Springfield, Illinois: Charles C. Thomas, Publisher, 1954. 
Price $7.50. 


The Clinical Examination of the Nervous System. By G. H. 
Monrad-Krohn, M.D., F.R.C.P., Professor of Medicine in the 
University of Oslo; Physician-in-Chief to the University 


Clinic for Nervous Diseases, Oslo; Consulting Physician to 
the Epileptic Colony of the Norwegian State. Tenth Edition. 
428 pages, illustrated. New York and London: Paul B. 
Hoeber, Inc., Medical Book Department of Harper & Brothers, 
1955. Price $7.50. 
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Financing Hospital Care in the United States. Financing Hos- 
pital Care for Non-wage and Low-Income Groups. Edited 
by Harry Becker, Volume 3. 110 pages with charts and 
tables. New York: McGraw-Hill Book Company, Inc., 1955. 
Price $2.50. 


Progress in Allergy. By various contributors. Edited by Paul 
Kallos, Helsingborg, Sweden. Volume IV. 520 pages, with 
tables. Boston and Toronto: Littl, Brown and Company, 
1955. Price $20.00. 


Surgery of the Small and Large Intestine. A Handbook of 
Operative Surgery. By Charles W. Mayo, M.D., Section of 
Surgery, Mayo Clinic, Rochester, Minn.; Professor of Surgery, 
Mayo Foundation, Graduate School, University of Minnesota. 
340 pages, illustrated. Chicago: Year Book Publishers, Inc., 
1955. Price $9.00. 


The Coagulation of Blood. Methods of Study. By various 
contributors. Edited by Leandro M. Tocantins, M.D. Pre- 
pared with the help and under the sponsorship of the Panel 
on Blood Coagulation of the Committee on Medicine and 
Surgery of the National Academy of Sciences, National Re- 
search Council. 240 pages with figures and tables. New York 
and London: Grune & Stratton, Inc., 1955. Price $5.75. 


The Medical Care of the Aged and Chronically Ill. With 
Particular Emphasis on Degenerative Disorders, Advanced 
Cancer and Other As Yet Incurable Diseases. By Freddy 
Homburger, M.D., Research Professor of Medicine, Tufts 
College Medical School, Boston. First Edition. 253 pages. 
Boston and ‘Toronto: Little, Brown and Company, 1955. 
Price $5.75. 


Introduction to Thermodynamics of Irreversible Processes. 
A Monograph in American Lectures in Biochemistry and 
Biophysics. By I. Prigogine, D.Sc., Professor, Faculty of 
Science, University of Brussels, Brussels, Belgium. Edited 
by W.. Bladergroen, Ir. (Delft), M.A., Ph.D., Sandoz Ltd., 
Basle, Switzerland. Publication Number 185, American Lec- 
ture Series. 115 pages. Springfield, Illinois: Charles C. 
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From the Workshop of Discoveries 
By Otto Loewi, Research Professor of Pharmacology. 
New York University College of Medicine. 
Lectures, Series 19. 62 pages 


Porter 
Lawrence, Kansas: 

University of Kansas Press, 1953. Price $2.00. 

\ delightful monograph dealing with ways in which 
scientific discoveries are made. ‘The author utilizes his 
own significant discoveries to illustrate his conten- 
tions. He believes that chance, intuition or imagina- 
tion comprise the three mechanisms by which dis 
coveries are made 

Dr. Loewi concludes this monograph with a discus- 
sion of the problems in adrenal function. This is an 
enjovable, informative, and even charming mono- 
graph that can be read with pleasure by all physicians. 


Textbook of Operative Gynecology 

By Wilfred Shaw, M.A. (Camb.), M.D.. F.R.C.S 

Eng.), F.R.C.O.G., Late Surgeon in Charge, Gynecol 

ogist, St. Andrew's Hospital, Dollis Hill: Examiner, 

University of London, and Roval College of Ob 

stetricians and Gynecologists. 440 pages, illustrated. 

Baltimore: The Williams & Wilkins Company, 1954. 

Price S19.00, 

This is a monument to the works of a great British 
gynecologist. It was finished just prior to his death 
with much of the work having been done while he 
was gravely ill 

The text is well written and easy reading since the 
descriptions are brief and to the point. Valuable 
comments are made by Dr. Shaw regarding his opin- 
ion of the various operative procedures. 

Ihe drawings are well chosen to illustrate the 
operative procedures. Especially good are the cuts 
used for operations in the deep pelvis. 

This is a work all American gynecologists should 
have in their libraries since it presents the British 
viewpoint of operative technic at its best. 


Living with a Disability 

By Howard A. Rusk, M.D., and Eugene J. Tavlor, 

in collaboration with Muriel Zimmerman, O.T.R., 

and Julia Judson, M.S., The Institute of Physical 

Medicine and Rehabilitation, New York University- 

Bellevue Medical Center. 207 pages with illustra- 

tions. New York: The Blakiston Company, Inc., 

1953. Price $3.50. 

The authors of this book have presented the various 
problems of day-to-day living of the severely handi- 
capped individual. Photographs, line drawing and 
sketches are excellent and the book is exceedingly 
practical. The average layman should be able to under- 
stand and benefit by it 

Careful explanation is given to such simple prob- 
lems as eating, keeping up with daily living and 
proper use of bathroom for various disabilities, even 
the proper construction and layout of the bathroom 
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to help the handicapped individual is explained. 
Methods for holding writing and eating utensils are 
described. Special devices which can be attached to the 
phone for use by the handicapped are described. 
Methods of proper utilization of the wheelchair are 
mentioned with simple attachments that can be 
added. Kitchen layouts and proper conquests of the 
kitchen constitute a chapter in itself. A section is de- 
voted to recreational hobbies. 

Each large hospital should have a copy of this book 
for its rehabilitation department. 


The Roentgenologist in Court 

By Samuel Wright Donaldson, M.D., F.A.C.R., Roent- 

genologist, St. Joseph Mercy Hospital, Ann Arbor, 

Michigan. Second Edition. 348 pages. Springfield, 

Illinois: Charles C. Thomas, Publisher, 1954. Price 

$7.75. 

The second edition in seventeen years of this book 
originally designed to simplify existing texts of medi- 
cal jurisprudence by offering detailed, specific in- 
formation on the roentgenologic aspects of legal 
medicine. 

This text provides the physician with excellent legal 
and medical advice in all litigations where x-rays have 
been found to be of importance. An especially valu- 
able feature of this volume is the liberal interspersion 
of actual court records throughout the text which 
serve to emphasize the subject matter. 

Valuable information is available on the physician 
as a witness and the legal duties and privileges that 
every physician could enjoy if he were only familiar 
with them. This is an extremely practical book that 
is oriented legally rather than medically and empha- 
sizes the legal side of the practice of roentgenology. 
As a result, it will be of most interest to lawyers and 
roentgenologists, although most physicians would find 
it profitable to read sections of this book before ap- 
pearing in court as a witness. 


Legg-Calve-Perthes Syndrome and Related 
Osteochondroses of Youth 

By Charles Weer Goff, M.D., Assistant Clinical Pro- 

fessor of Orthopaedic Surgery, Yale University School 

of Medicine. In association with Ned M. Shutkin, 

M.D., and Myerma R. Hersey, M.S. 332 pages, 

illustrated. Springfield, Illinois: Charles C. Thomas, 

Publisher, 1954. Price $10.75. 

The author carefully correlates the various types 
of epiphysial osteochondroses and separates those of 
traction epiphyses from weight-bearing epiphyses. He 
mentions the various types of medical therapy which 
have been tried, usually, to no avail. An entire chapter 
is devoted to the genetic aspects of Legg-Calve-Perthes 
syndrome. He attempts to correlate the growth and 
development of the child, and constitutional diatheses 
to the incidence of this condition. A very interesting 
chapter is devoted to the hip joint with emphasis 
on the joint physiology, anatomy, blood and nerve 
supply and influence of mechanical factors. A chapter 
is devoted to the roentgenologic interpretation of the 
various stages of the disease. This excellent chapter 


should receive especial attention from the radiologist. 
rhe author also describes at length the end resuits of 
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this condition, and his method of treatment in detail. 
together with the sociological aspects in patients 
treated by his preferred method, namely: recumbency 
in a brace for a period of one to four years, or until 
the condition has been healed. Differential diagnosis 
likewise is described in detail. 

The illustrations, radiographic reproductions, dia- 
grams, and photographs are all excellent. A good 
bibliography is included. Many readers may not agree 
with all of the conclusions, but certainly this volume 
can be read with great profit by orthopedic surgeons, 
pediatricians, and many others. 


Man’s Back 
By Theodore A. Willis, M.D., F.A.C.S., formerly 
Head, Department of Orthopedic Surgery, St. 


Luke’s Hospital, Cleveland, Ohio. 161 pages with 
illustrations. Springfield, Illinois: Charles C. Thomas, 
Publisher, 1953. Price $9.50. 

An excellent monograph on the back has been pre- 
pared, primarily for the general practitioner and gen- 
eral surgeon. Little criticism could be given of the first 
of five chapters. The book is beautifully illustrated 
and well organized. The embryology of the back is 
presented first, followed by a very comprehensive de- 
scription of its anatomy. Vertebral anomalies and de- 
fects of development are described. The chapter on 
examination of the back likewise is excellent. 

The remaining portion of the book is concerned 
with more specific pathologic conditions and_ their 
treatment. Since this volume represents a brief mono- 
graph, the discussion is less complete than in many 
other sources in the literature. Despite the brevity, the 
description and terminology are excellent. The author 
describes the specific injuries of the back and _ their 
usual management. Various diseases of the back are 
described briefly as to diagnosis and treatment. The 
tumors commonly found in the back are described, as 
are scoliosis, the problems of psychoneurosis and 
malingering, and physical therapy of back lesions. The 
brevity is very well demonstrated in the last chapter, 
where only eight pages are devoted to all of the 
operations which are described in the literature, per- 
taining to the back. It is well suited to the relatively 
uninitiated in the treatment of back conditions. 


Review of Medical Microbiology 

By Ernest Jawetz, Ph.D., M.D., Professor of Bacteri- 
ology and Lecturer in Medicine and Pediatrics, Uni- 
versity of California School of Medicine, San Fran- 
cisco; Joseph L. Melnick, Ph.D., Professor of Epi- 
demiology, Yale University School of Medicine, New 
Haven; and Edward A, Adelberg, Ph.D., Assistant 
Professor of Bacteriology, University of California, 
Berkeley. 360 pages, illustrated. Los Altos, California: 
Lange Medical Publications, 1954. Price $4.50. 


This excellent review accomplishes very well its 
purposes of providing an accurate up-to-date presenta- 
tion of aspects of microbiology which are particularly 
significant for medical students, house officers, and 
practicing physicians. The material is oriented toward 
the interpretation of clinical problems in infection, 
and in addition, contains synopses of many more basic 
subjects in microbiology which are assuming increasing 
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significance in human disease. Illustrative topics con- 
sidered are those of drug resistance, combined drug 
activity, host-parasite relationships, bacteriophages, 
normal microbial flora of the human body, and sero- 
logical diagnosis of viral infection. ‘The authors have 
achieved a clinical tone in their presentation despite 
presenting in a concise way a very large amount of 
information in the field of microbiology. 

This book should be especially valuable to medical 
students who are secking to relate their preclinical 
training to clinical problems and to older students 
whose preclinical education did not include many of 
the important subjects contained in this text, 


Manual of Proctology 

By Emil Granet, M.D., Lecturer, Graduate School, 

Columbia University, New York; Commander (MC) 

USNR. 346 pages, illustrated. Chicago: The Year 

Book Publishers, Inc., 1954. Price $7.50. 

\ text designed to aid the general practitioner to 
diagnose and treat the more common and significant 
diseases and disorders encountered by the proctologist 
that are amenable to management by the non- 
specialist. 

This is a practical manual and omits historical, ex- 
perimental, and theoretical data. The various diseases 
and disorders are outlined and rather comprehensive 
descriptions of treatment procedures are propounded. 
The text is especially well illustrated and all subject 
matter is clearly and simply presented. This format 
guarantees a thoroughly workable and easily utilized 
manual of proctology. 

In addition to the anorectal region some disorders 
of the colon such as ulcerative colitis, polyposis, and 
diverticula are considered in detail. 

This text is not complete enough to serve as a 
textbook of proctology for those who wish to specialize 
in this field but it will provide a good introduction 
to this specialized study. 


This Is Your World 


A book for the orientation of professional workers 

to the emotional problems of the chronically ill pa- 

tient; tuberculosis and the individual. By Harry A. 

Wilmer, M.D., Ph.D. in Path., Consultant in Psy- 

chiatry, San Mateo County Tuberculosis Sanatorium, 

Instructor in Medicine (Neuropsychiatry), Stanford 

University, San Francisco, California. 165 pages with 

illustrations. Springfield, Illinois: Charles) C. 

Thomas, Publisher, 1952. Price $5.50. 

It is very difficult to imagine a genuine function for 
this book. It is supposedly written to aid “professional 
people” in working with patients who have a chronic 
disease such as tuberculosis. 

A large portion of the book is composed of cartoon 
like drawings purported to exemplify the patient's 
dilemma and a ballad entitled “This Is Your World.” 
This ballad represents in brief the results of group 
psychotherapy and was composed by the patients and 
their physician. Although much within these pages 
is well written, it seems superficial and non-profes 
sional. The tendency toward the bizarre and pseu- 
dophilosophical is to be deplored. 





Mayo Clinic Diet Manual 


By The Committee on Dietetics of the Mavo Clinic 
New, Second Edition. 247 pages. Philadelphia: W. B. 
Saunders Company, 1954. Price $5.50. 

The second edition of this manual has some im 
portant additions and changes. Special attention has 
been paid to postoperative diets and the dumping 
syndrome. 

Revised diabetic diets, elimination diets and diets 
suitable for the management of obese and unde 
weight patients are also included. 

There is an excellent appendix that discusses the 
dietary allowances, as regards calories, vitamins, and 
minerals for all ages and body builds. Foods especially 
high in calcium, cholesterol, iron, oxalic acid, sodium 
and carbohydrate are listed for the users’ convenience 

All in all this manual is a very specific guide tor 
the various postoperative diets and diet therapy in 
all of the disease states. 

It is a very complete and comprehensive manual 
that emphasizes the practical side of dietetics with 
only a brief outline of the theoretical aspects. For 
this reason it is of special interest to the practitioner 
and those who must prescribe specific diets. For the 
same reason it is of limited value to students and 
those in training who need more exposure to diet 
theory and the principles of nutrition. 


Legal Medicine. Pathology and Toxicology 


By Thomas A. Gonzales, M.D., Chief Medical Ex- 
aminer of the City of New York (Retired), Professor 
of Forensic Medicine, New York University Post- 
Graduate Medical School; Morgan Vance, M.D., 

Deputy Chief Medical Examiner of the City of New 

York, Associate Professor of Forensic Medicine, New 

York University Post-Graduate Medical School, Mil- 

ton Helpern, M.D., Chief Medical Examiner of the 

City of New York, and Charles J. Umberger, Ph.D., 

Toxicologist, Office of the Chief Medical Examiner 

of the City of New York. Second Edition. 1,349 

pages, illustrated. New York: Appleton-Century- 

Crofts, Inc., 1954. Price $22.00. 

A complete survey of the field of forensic medicine 
is presented. It represents the wide experience and 
knowledge of the authors as medical examiners and 
toxicologists for the city of New York. By virtue of 
their positions these men have a tremendous amount 
of case material to illustrate pertinent facts in the 
text. 


All medicolegal and toxicological aspects of medi- 
cine are considered in detail. The various criminal 
causes of death are enumerated and discussed from 
the legal and medical standpoints. The sexual crimes 
and suicidal methods are also outlined. 


Poisons with their signs, symptoms, pathologic ef- 
fects and methods used in diagnosis and treatment of 
poisonings are also handled thoroughly. 


The text is exceptionally well illustrated and con- 
tains many police photographs. The large size of the 
book seems necessary because of the volume of ma- 
terial covered. It is remarkably well organized for a 
publication of such wide subject content. 


It will prove invaluable to medical examiners and 
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anyone connected with medicolegal work. Any physi- 
cian will find it a valuable toxicology reference and 
an enlightening work on violent forms of death. 


An Atlas of Congenital Anomalies of the Heart and Great 
Vessels 

By Jesse E. Edwards, Thomas J. Dry, Robert L. Par- 

ker, Howard B. Burchell, Earl H. Wood, and Arthur 

H. Bulbulian, all of the Mayo Clinic and Mayo Foun- 

dation for Medical Education and Research. Second 

Fdition. 216 pages, illustrated. Springfield, Illinois: 

Charles C. Thomas, Publisher, 1954. Price $13.50. 

This is an all-inclusive review of the congenital 
anomalies of the heart and great vessels. No signifi- 
cant entities are omitted. The form of the book 
makes brevity essential and perhaps this is its only 
weak point. 

Fach anomaly is thoroughly covered pictorially with 
models, necropsy specimens, x-rays and diagrams. A 
typical case listory, electrocardiogram, and often data 
from cardiac catheterization, further illustrate the out- 
line summary of clinical features. Many of the more 
frequent anomalies have detailed representations of 
their variations and eventual complications. 

Unfortunately there is little discussion of the anom- 
alies as regards embryology, physiology, diagnosis or 
treatment. However, an excellent bibliography directs 
the reader to detailed information about these phases 
of congenital heart disease. This book is clearly an 
adjunct to understanding or reviewing congenital heart 
disease. It is supplemental and cannot replace a de- 
tailed textbook but does have a place in the library 
of every cardiologist and pediatrician. 


Biochemical Determinants of Microbial Diseases 


By René J. Dubos, The Rockefeller Institute for 
Medical Research. 132 pages. Cambridge, Mass.: 
Harvard University Press, 1954. Price $3.50. 


A group of essays dealing with biochemical factors 
that affect the ability of microbial agents to proliferate 
in vivo and to cause metabolic disturbances and alter- 
ations of tissues. In limiting this presentation to bio- 
chemical determinants the author consciously excludes 
the contributions of immunology, epidemiology, and 
physiology to the study of bacteriology. As a result 
this monograph contains highly specialized material 
with a decided emphasis on biochemistry as applied 
to bacteriology. Careful reading and some special 
knowledge of biochemistry are almost essential if one 
is to reap the full rewards of this publication. 

The fate of microorganisms in vivo is considered in 
relation to the tissues and body fluids as culture media, 
the proliferation of microorganisms, phagocytosis of 
organisms, antimicrobial substances of tissues, and 
qualitative changes in microbial populations. These 
homeostatic mechanisms are not evaluated as to their 
relative degree of importance but are presented as 
factors to be elucidated. 

The biochemical changes produced by infection are 
those due to toxemia and tissue destruction, metabolic 
competitions, enzyme toxins, histotoxins and antigen- 
antibody systems. Each of these together with less 
well defined influences are discussed in detail with 
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some effort to assess their roles in individual situa- 
tions. 


Considerable attention is devoted to the study of se- 
lected aspects of tuberculosis. The tubercle bacillus is 
examined in detail as regards virulence properties, 
toxins, toxemic influences and metabolic factors essen- 
tial to the organism. An extensive and complete 
bibliography provides a source of ready reference for 
all topics discussed. 


Dermatological Medications 

By Marguerite Rush Lerner, M.D., Resident, De- 

partment of Dermatology; and Aaron Bunsen Lerner, 

M.D., Ph.D., Associate Professor of Dermatology, 

University of Oregon Medical School, Portland. 183 

pages. Chicago: The Year Book Publishers, Inc., 

1954. Price $3.50. 

This is a handy manual containing dermatologic 
medications which are most commonly used. The book 
is divided into a section on therapeutic agents and a 
section on treatment regimens. The agents of greatest 
value are described in the first part, together with in- 
dications for their use, their chemical structure and 
dosage. The type is clear and large. The book will be 
appreciated both by students and physicians. 


The Anatomy of the Migratory Locust 

By F. O. Albrecht. With a Foreword by J. W. 

Munro, C.B.E., D.S.C., Professor of Applied En- 

tomology, Imperial College of Science and ‘Tech- 

nology. 118 pages, illustrated. New York: John de 

Graff, Inc., 1954. Price $6.00. 

The author, a member of the Locust Research Cen- 
tre (London), presents the external and _ internal 
anatomy of the migratory locust in one comprehensive 
account. The numerous drawings are uniformly clear 
and detailed. It provides much information for work- 
ers engaged in locust control. The locust is also of 
value as an insect type for teaching purposes and this 
book may be used in the teaching of general entomol- 
ogy, using the locust as a prototype. There are in- 
structions on the best methods for dissecting this in- 
sect. 


Psychomotor Aspects of Mental Disease 


An Experimental Study. By H. E. King, Ph.D.. 

Associate Professor of Psychiatry, Tulane University 

School of Medicine. 185 pages. Cambridge, Mass.: 

Harvard University Press, 1954. Price $3.50. 

In the course of a study on the effects of excision 
of frontal cortical tissue, it had previously been noted 
that disturbances of psychomotor function could be 
demonstrated in patients having chronic mental ill- 
ness. The present report covers experimental observa- 
tions on the psychomotor functioning of patients with 
behavior disorders, which were undertaken to inves- 
tigate the possible relations between psychomotor 
function and these disorders. The tests were admin- 
istered to a group of normal persons, of patients 
having chronic schizophrenia, and a group having 
subacute mental disease (pseudoneurotic schizophrenia 
and psychoneurosis). The tests consisted of those of 
reaction time, particularly in fine movement (speed 
of tapping, finger dexterity, etc.) 
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Definite retardation in fine psychomotor periorm- 
ance could be demonstrated in individuals with a 
behavior disorder, compared with normals, and the 
performance of the subacute group was also found 
to be defective. The data also indicate a direct rela 
tionship between fine psychomotor activity and the 
clinical severity of the disease. There are detailed 
descriptions of the experimental procedures and a 
comprehensive review of the literature. 


Handbook of Tropical Dermatology and Medical Mycology 
Edited by R.D.G.Ph. Simons, Amsterdam. Senior 
Lecturer at the Dermatological Clinic of the Uni- 
versity of Leyden; Dermatologist in Charge at the 
Civilian Hospital, Amsterdam. Volume If. 1705 
pages, illustrated. Houston: The Elsevier Press, 
1953. Price $15.00. 

The author has assembled information from 80 spe- 
cialists representing most of the tropical institutes. 
The contents include diseases due to animal parasites, 
fungi, allergy, malnutrition, metabolic disturbances 
and tumors. The etiology, diagnosis, prognosis and 
recent therapy of each disease are fully discussed. ‘The 
book is profusely illustrated with interesting photo- 
graphs. It would be easier to read with more consis- 
tent use of one size of print. It contains a wealth of 
information, and will prove of considerable value to 
general physicians in the tropics as well as to the 
specialist. The author is to be complimented on at- 
tempting to clear up fundamental terminology with 
the assistance of fifty dermatologists. 


Chronic Iliac Pain in Women 

A Monograph in American Lectures in Gynecology 

and Obstetrics. By H. B. Atlee, M.D., F.R.C.S. (Ed. 

& Can.), F.LC.S., Head of the Department of Ob- 

stetrics and Gynecology, Dalhousie University, Hali- 

fax, N. S., Canada. Publication Number 198, Ameri- 
can Lecture Series. 65 pages with illustrations. 

Springfield, Illinois: Charles C. Thomas, Publisher, 

1953. Price $2.50. 

This is an interesting litthe book that points out 
the many causes of chronic right lower abdominal 
pain. It also gives some blistering comments on some 
of the operative treatments that are indiscriminately 
used for “cure” of this symptom. 

The common problems of chronic appendicitis, 
pelvic adhesions, “cysts” of the ovary are discussed 
as causes of right iliac pain as well as the more 
nebulous conditions of the cecal syndrome, abdominal 
wall neuralgia, painful ureter and psychic pain. 


Connections of the Frontal Cortex of the Monkey 
By Wendell J. S. Krieg, Professor of Anatomy, North- 
western University Medical School, Chicago. 299 
pages, illustrated. Springfield, Illinois: Charles C. 
Thomas, Publisher, 1954. Price $10.50. 


Despite the obvious importance of the connections 
of the cerebral cortex, this subject is the last in anato- 
my to be worked out. The author began his work in 
1944 and the book is an analysis, reconstruction, and 
synthesis of connections worked out in seventy macaque 
monkeys, using the Marchi procedure, which provides 
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a permanent record in the form of slides. Lesions 
were placed on each brain (areas 4, 6, & 8-12) through 
small trephine holes by thermocoagulation. Some of 
the figures utilize transparent perspective reconstruc- 
tion, which shows the source of all the connections in 
a single illustration. New data are presented which 
will be of value mainly to the neurophysiologist and 
the neuroanatomist 


You and Your Skin 


By Norman R. Goldsmith, M.D., Dermatologist, St. 
Joseph's Hospital, Lancaster, Pennsylvania; Diplo- 
mate, American Board of Dermatology and Syph 
ilology. 148 pages with illustrations. Springfield, 
Illinois: Charles C. Thomas, Publisher, 1953. Price 
$3.75 
This book is designed to help the layman unde 
stand and treat various disorders of the skin. It is 
written in a gay style which may not appeal to physi 
cians, especially, and it does not contain enough in- 
formation for them. There are chapters on allergy, 
cosmetics, mechanical agents, plants and birthmarks. 
There is a good discussion of the psychological reper- 
cussions of various skin lesions. 


Hugh Roy Cullen 

\ Story of American Opportunity. By Ed Kilman 

and Theon Wright. 369 pages, illustrated. New 

York: Prentice-Hall, Inc., 1954. Price $4.00. 

\ biography depicting the legendary American suc 
cess story, this volume skillfully and faithfully traces 
the increase in wealth and fame of Hugh Rov Cullen. 
The story of the accumulation of vast wealth and 
power is overshadowed by the spiritual or moral 
growth of Mr. Cullen. The exciting features of the 
way in which this fortune was obtained pale to 
insignificance when one reads of the way in which 
it is being used. There can be no doubt that Mr. 
Cullen will take his place among, perhaps at the 
head of, the greatest philanthropists of the nation. 
The intelligent direction of his philanthropic funds to 
charitable and educational institutions in Texas has 
offered that state an opportunity for leadership long 
before the natural course of events would have made 
this possible. The establishment of the Cullen Foun- 
dation will insure the perpetuation of these services. 

This is a heartening story for Americans to read 
and should strike responsive chords in all physicians 
when they read of the impetus of a layman on Texas 
medicine. 


Fat Metabolism 


\ Symposium on the Clinical and Biochemical As 
pects of Fat Utilization in Health and Disease. 
Edited by Victor A. Najjar. 185 pages, illustrated. 
Baltimore: The Johns Hopkins Press, 1954. Price 
S450 


In this symposium on fat metabolism by most of 
the distinguished workers in this field, an effort is 
made to correlate clinical and biochemical factors, 
With such a program it was inevitable that obesity 
considerable attention and the’ endocrine, 
psychic, environmental, traumatic and genetic factors 


receive 
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are all evaluated. Lipemia, the lipemia clearing fac- 
tors, and enzymes that affect phases of fat metabolism 
are outlined with speculations about changing con 
cepts. 

The clinical entities of diabetes mellitus and athero- 
sclerosis are also considered in relation to important 
biochemical principles of fat metabolism including 
the phospholipids, cholesterol and the site of action 
of insulin. 

Most of this publication will be very stimulating 
to the physician and enable him to understand these 
diseases more clearly, but some sections contain 
advanced biochemical equations and theory and will 
be difficult to master. For the biochemist, this volume 
will be invaluable in providing clinical orientation 
to the most recent advances in fat metabolism. 


Cancer: Race and Geography 


Some Etiological, Environmental, Ethnological, Epi- 
demiological, and Statistical Aspects in Caucasoids, 
Mongoloids, Negroids, and Mexicans. By Paul E. 
Steiner, Ph.D., M.D., Professor of Pathology, The 
University of Chicago. 363 pages. Baltimore: The 
Williams & Wilkins Company, 1954. Price, $5.00. 


This monograph is concerned with the relative 
importance of environmental and hereditary factors 
in the etiology of cancer, as they appear in a study 
of vacial and geographical differences in patients with 
cancer. This study is based on autopsy observations 
at Los Angeles County Hospital during a period of 
30 vears and includes the 20 most lethal types of 
cancer and several other malignancies. Several racial 
groups are compared in relation to each other and 
to the original stock in other environments, as to 
the incidence of malignant tumor in each group, under 
different environmental conditions. Statistically an- 
alyzed, the results indicate that racial differences in 
cancer tend to demonstrate environmental rather 
than hereditary factors in etiology. Geographical dif- 
ferences were found to be environmental rather than 
racial per se. Hereditary influences, however, may 
decide whether environmental factors will exceed the 
carcinogenic threshold. This research project should 
go a long way toward establishing clearer concepts 
on the importance of the environment in causation of 
cancer. 


Shame and Guilt 


\ Psychoanalytic and a Cultural Study. By Gerhart 
Piers, M.D., Staff Member, The Institute for Psycho- 
analysis, Chicago, and Milton B. Singer, Ph.D., Pro- 
fessor of the Social Sciences, the University of 
Chicago, Chicago. 86 pages. Springfield, Illinois: 
Charles C. Thomas, Publisher, 1953. Price $3.25. 


In the first paper of this monograph, an attempt 
is made to define “shame” as a distinct emotion or 
type of intrapsychic tension, and to differentiate it 
clearly from guilt in its psychoanalytic connotation. 
The second study offers an anthropological interpre- 
tation of guilt and shame. The author concludes that 
the sense of guilt is found in most cultures and is 
no greater in civilized peoples than in primitive or 
“backward” cultures. 
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Seventy-Five Years of Medical Progress 1878-1953 
Fdited and with a Foreword by Louis H. Bauer, 
M.D., F.A.C.P., Secretary-General, The World Medi- 
cal Association; Past President, The American Medi- 
cal Association. Twenty-six contributors. 286 pages, 
illustrated. Philadelphia: Lea and Febiger, 1954. 
Price $4.00. 

This book is a compilation of papers read before 
the First Western Hemisphere Conference of the 
World Medical Association, in commemoration of 
75 vears of Experts in each of 
19 specialties and a representative of general prac 
tice were invited to speak on the history and present 
status of their respective fields. The result is an 
panorama of the outstanding advances 
recent times, and a statement of those 
problems which still remain unsolved. Each paper 
has an interesting story to tell but the approach of 
the contributors differs widely. The article on anesthe- 
siology reviews many of the episodes which led to 
the discovery of the major anesthetics, while the one 
on otorhinolaryngology contains highly technical data. 
It seems strange that the paper on psychiatry focuses 
almost exclusively on the period during and _ after 
World War Il 


medical progress. 


impressive 
made in 


Hypertension. Humoral and Neurogenic Factors 


Ciba Foundation Symposium. Editors: G. E. W. 

Wolstenholine, O.B.E., M.A., M.B., B.Ch.; and Mar- 

garet P. Cameron, M.A., A.B.L.S. 294 pages, illus- 

trated. Boston: Little, Brown and Company, 1954. 

Price $6.75. 

This volume is a scholarly, well organized and 
carefully documented presentation of material pre- 
sented by workers in the field of research in hyperten 
sion before an international conference at the invita- 
tion of the Ciba Foundation. The studies presented are 
devoted to the humoral and neurogenic factors of 
hypertension. Thirty-three well-known authorities in 
the field of hypertension research attended the four- 
day meeting. This book includes 21 manuscripts and 
the discussions of the group on each subject. Much 
of the subject matter relates to basic problems of the 
control of blood pressure and the mechanisms causing 
experimental hypertension. Some of the subject matter 
relates to the cause and treatment of clinical hyper- 
tension. The book is a valuable reference for inves- 
tigators and should prove interesting reading to any- 
one interested in fundamental problems of hyperten- 
sion. The book is not designed as a clinical review 
or as a guide to therapy. 


Planning Florida’s Health Leadership 
4 Summary. By Russell S. 
Gainesville, Florida: 
1954. Price $1.50. 


Poor, Ph.D. 93 pages. 
University of Florida Press, 


\ “Medical Center Study” has been inaugurated 
in Florida by a grant from the Commonwealth Fund, 
with the purpose of planning a program designed 
to produce the best possible training for students in 
the newly established school of medicine at the Uni- 
versity of Florida. Reports containing the findings 
and conclusions of the study will be published in 
several volumes. In this, the first volume of the 
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series, an over-all picture of the objectives and or- 
ganization of the project is presented in considerable 
detail. 


Reproductive System 

The Ciba Collection of Medical Illustrations. A 

Compilation of Paintings on the Normal and Patho 

logic Anatomy of the Reproductive System. Pre 

pared by Frank H. Netter, M.D., and edited by 

Ernst Oppenheimer, M.D. 286 pages, illustrated. 

Summit, N. J.: Ciba Pharmaceutical Products, Inc., 

1954. Price $6.00. 

This is the third volume of colored illustrations 
of anatomical material made available to the medical 
profession by Ciba. The paintings are done by Dr. 
Netter and number some 233. The accuracy and 
utility of the anatomic and pathologic illustrations 
are vouched for by the consultants and contributors 
who have supplied the text for the volume. They 
are among the outstanding teachers and specialists in 
the fields of gynecology and urology. 

In the introductory section the embryology of the 
genital tracts of both sexes is described. This is 
followed by five sections devoted to the illustration 
of the normal anatomy of the male genitalia and its 
diseases. Then follow six sections giving the same 
attention to the female genital tract. There then 
appears a section on pregnancy and its diseases, a 
section on the mammary gland and finally a section 
on true and pseudohermophroditism. 

Ciba has made a valuable contribution in providing 
for the medical profession this beautifully illustrated 
material at such a modest price. This atlas on the 
reproductive system is convenient to the physician 
for a rapid review of information and is to be recom- 
mended. 
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St. Mary’s Hospital, Dermott, has opened a new 
thoroughly up-to-date wing to the public. 

Dr. Alex Tharp Gillespie has opened an office in 
Litthe Rock for the practice of obstetrics and gyne- 
cology. 


The Arkansas Urology Society has elected the fol- 
lowing new officers: Dr. H. Fay Jones, president; 
Dr. Gerald Teasley, vice-president; Dr. Ralph Downs, 
secretary-treasurer. 

Three new members have joined the Cooper Clinic 
in Fort Smith. Dr. George W. Allen will do internal 
medicine and cardiology, Dr. Don E. King has joined 
their surgical staff and Dr. Harry B. 
orthopedist. 


Fisberg is an 


Dr. O. R. Holloway has closed his office in Mor- 
rilton, and joined the staff of the State Hospital in 
Little Rock. 

Dr. Robert H. Rav, Earle, has moved his offices 
to West Memphis. He will be associated with Dr. 
Richard Cuonzo. 


Dr. Stanley Applegate is the chief of staff of 


Springdale Memorial Hospital for the coming  vear. 
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Dr. A. R 
kins Clinic Hospital following a tour of duty with 
the Army in Europe 


Drs. James D. Huskins and Caldeen D. Gunter, 
both of Siloam Springs, are planning new medical 
Center offices to be opened late this year. 

Dr. Robert A 
of his offices for the practice of ophthalmology in 
Little Rock. 

The new officers at the Arkansas Baptist Hospital 
in Litth Rock are as follows: Dr. Ben D. Means, 
chief of staff; Dr. Elvin Shuffield, vice-chief; and Dr. 
Paul Hoover, secretary 

Dr. Karr Shannon has moved from Melbourne 
to Newport where he will be associated with Dr 
Thomas EF. Williams 


WASHINGTON 


Dr. \. Earl Vivino, Washington, medical director 
of the Georgetown University Health Service, was 
recently elected president of the District of Columbia 
College Health Association. 


Dr. Edgar P. Copeland has recently resigned as 
chief of the medical staff of Children’s Hospital, 
Washington. He was honored by more than 300 col- 
leagues and friends at a reception at the hospital. 
The occasion also marked the golden wedding anni- 
versary of Dr. and Mrs. Copeland. 

G. Robert Coatney, Ph.D., of the U. S. Public 
Health Service has been awarded the 1954 Gorgas 
medal by the Association of Military Surgeons for 
his contributions to the chemotherapy of malaria 


Brown, Searcy, has rejoined the Haw 


Calcote announces the reopening 


The newly organized Washington Chapter of the 
Alumni Association of Jefferson Medical College cele 
brated its founding with a formal dinner party 
recently at the Willard Hotel. Officers of the Chapter 
are: Dr. Aaron Deitz, Hyattsville, Maryland, president; 
Dr. James P. Scanlon, secretary, and Dr. Adolph 
Friedman, treasurer 

George Washington University School of Medicine 
has recently opened its new Arthritis Research Labo- 
ratory with informal ceremonies. Dr. Thomas Mc 
Pherson Brown, Professor of Medicine, is director 
of the’ arthritis 

Dr. Verne kK 
l Ss. Civil recently a 
recipient of a Certificate for Distinguished Service 
at a testimonial luncheon at the Hotel Washington. 


research program. 


Harvey, Medical Director of the 
Service Commission, was 


School of Medicine was 
the recipient recently of 544,476 in grants from the 
U.S. Public Health Service. 


Georgetown University 


\ M4.000 grant has been awarded George Wash- 
ington University School of Medicine by the National 
Drug Company for use in research relating to 
atherosclerosis. The research will be under the di 
rection of Dr. John M. Evans, associate clinical pro 


fessor of medicine. 

Dr. Joseph Cowan, Washington, has been elected 
president of the Washington Chapter of the Ohio 
State University Alumni Association. 


Dr. Charles Morgan, chairman of the department 


of physiology at Georgetown Universitv School of 
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Medicine, Washington, was honored by the National 
Society for Medical Research. Dr. Morgan was cited 
for “bringing new speed and efficiency to the work 
of the medical schools and medical laboratories in 
the District of Columbia.” 


FLORIDA 


Dr. John D. Milton, president-elect of the Florida 
Medical Association, has recently been appointed 
professor and chairman, pro tem, of the department 
of obstetrics and gynecology at the University of 
Miami School of Medicine in Coral Gables. Dr. 
Milton has been on the staff of the Jackson Memorial 
Hospital since 1925. 

Dr. Bernard L. Morgan, Jacksonville, was recently 
guest speaker at the annual meeting of the Jamaica 
Branch of the British Medical Association at Kingston, 
Jamaica. The subject of his paper was, “Reconstruc- 
tive Surgery.” 

Dr. Anthony J. Barranco, Lake Wales, has recently 
been appointed assistant surgeon for the Seaboard 
Airline Railroad. 


Dr. Amsie H. Lisenby, Panama City, has been re- 
appointed to membership on the State Board of 
Medical Examiners. 

Dr. Curtis D. Benton, Jr., Fort Lauderdale, has 
been appointed instructor in ophthalmology for the 
next meeting of the American Academy of Ophthal- 
mology and Otolaryngology. He will teach a course 
in “Refraction: Handling the Difficult Patient.” 

The twenty-third annual Short Course for Doctors 
of Medicine will be held June 20-24, George Wash- 
ington Hotel, Jacksonville. Dr. Wilburt C. Davison, 
Dean of Duke University School of Medicine, Dui 
ham, North Carolina, and Dr. Hans Lowenbach, Pro 
fessor of Psychiatry, Duke University School of Medi 
cine, will take part in the program. 


National Eclectic Medical Association will hold its 
one hundred and seventh annual meeting in Miami 
Beach, Sans Souci Hotel, May 17-19. Dr. J. Dillard 
Workman, Live Oak, is president of the Association. 

The Florida Lee County Chapter of the American 
Cancer Society recently named Dr. John S. Stewart, 
medical chairman, Dr. Joseph L. Selden, Jr., area 
director; and Dr. George D. Hopkins, II, medical 
vice-chairman. 


Dr. Anthony C. Galluccio, Hollywood, is now the 
representative director-at-large of the Broward County 
Tuberculosis and Health Association to the State 
Association Board. He succeeds Dr. Donald H. Gaha- 
gen, Fort Lauderdale, who resigned recently. 


Dr. Alfred P. Seminario, St. Petersburg, has re- 
cently returned to his practice after taking a post 
graduate course in the treatment of fractures at 
the Massachusetts General Hospital, Boston. The 
course, sponsored by Harvard Medical School, is held 
annually. 

Dr. Ludo von Mevsenbug, formerly of Daytona 
Beach, has moved his practice to 216 New Haven 
Avenue, Melbourne. 

Dr. Walter W. McCorkle, formerly of Daytona 
Beach, has moved his office to 1822 23rd Avenue, 
Vero Beach. 
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Dr. Kelso A. Carroll, assistant chief medical di- 
rector for planning of the Veterans Administration’s 
Department of Medicine and Surgery in Washington, 
D. C., will manage the VA Center at Bay Pines. 

Dr. Hawley H. Seiler, Tampa, was one of the 
invited guest speakers at the recent Sixth Mexican 
Congress on Tuberculosis and Silicosis held in Mexico 
City. He presented papers on “Pulmonary Resection 
for Metastatic Malignancy” and the “Classification 
and Diagnosis of Mediastinal Tumors.” 

Dr. Martin G. Gould, Fort Pierce, has recently 
been certified by the American Board of Surgerv. 


GEORGIA 


The Medical Association of Georgia will hold its 
annual meeting in Augusta, May 1-4. 

New appointments to the Emory University School 
of Medicine, Atlanta, include Drs. Carl C. Aven, 
Frederick W. Dowda, Olin G. Shivers, Ernest G. 
Smith, Jr., Clyde E. Tomlin, Guy L. Calk, John W. 
Fristoe, Jrv., Grady Longino, and Herbert L. Shessel. 

Dr. Murdock Equen, Atlanta, was recently presenied 
an honorary life membership scroll by the Georgia 
Association of Laryngectomies, Inc. Dr. Equen was 
described as a “true Friend” who has done much to 
help organization. Dr. Roy McGee, Atlanta, also was 
presented with a similar scroll. 

Dr. Claude-Starr Wright, former Associate Professor 
of Medicine at Ohio State University Medical Cen- 
ter, has been appointed Associate Professor of Medi- 
cine at the Medical College of Georgia, Augusta. 

Dr. Albert Wright Bailey has been named an 
instructor in the Department of Pathology at the 
Medical College of Georgia, Augusta. 

Dr. P. F. Brown, Jr., Gainesville, was recently 
made a Fellow of the American College of Surgeons. 

Iwo Augusta physicians have been elected to mem- 
bership in Alpha Omega Alpha, national honor 
medical society. They are Dr. William J. Cranston, 
Medical College of Georgia, class of 1908 and Dr. 
Curtis H. Carter, class of 1938. Dr. Cranston is at 
present clinical professor of medicine at the Medical 
College of Georgia, and Dr. Carter is assistant pro- 
fessor of medicine. 

Dr. Walter G. Hackett, Rome, who has_ been 
serving as chief of surgery at the 1707th U. S. Air 
Force Hospital, Palm Beach A. F. B., Fla., has re- 
turned to Rome after being released from active 
duty. Dr. Hackett has rejoined the Harbin Clinic 
staff. 

Dr. A. C. Hobbs, Jr., Columbus, has recently been 
certified by the American Board of Ophthalmology. 

Drs. Ted F. Leigh, Robert P. Kelly and H. Stephen 
Weens, Emory University, received an award recently 
in the “Clinical Investigation” category at the 40th 
Annual Meeting of the Radiological Society of North 
America. The award was given for their exhibit 
entitled “Occurrence of Spinal Osteomyelitis in Uri- 
nary Tract Infections.” 

Dr. Robert A. Matthews, Albany, has recently been 
appointed chief of anesthesia at the Phoebe Putney 
Hospital in Albany. 


The portrait of the late Dr. Frank K. Boland, 
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Sr., is to hang in the doctors’ room of the Crawford 
W. Long Memorial Hospital. 

The new Memorial Hospital of Chatham County 
has elected the following officers: Dr. J. C. Metts, 
Savannah, is the first president of the staff; Dr. 
J. H. Pinholster, vice-president, and Dr. Charles L. 
Prince, secretary-treasurer. 

Dr. John B. O'Neal, Elberton, ‘has been elected 
to serve as the mayor of Elberton for the next two 
vears. Dr. D. V. Bailey was elected to the City Council 
of Elberton in the same election; he will serve for 
one year. 


Dr. Roy W. Ray, Jr., Alma, formerly of Atlanta, 
has recently opened offices in Adel for the practice 
of medicine. 

Dr. Phil E. Robinson, Albany, has been elected 
chief of staff of the Phoebe Putney Hospital in 
Albany. Dr. Robinson replaces Dr. N. R. Thomas 
who tendered his resignation recently. 


Dr. J. Roy Rowland, Jr., Dublin, has recently be- 
come associated with Dr. John A. Bell in the practice 
of general medicine and surgery in Dublin. 

Dr. Hiram F. Sharpley, Jr., Savannah, has been 
elected chief of staff of the Telfair Hospital. 

Dr. W. E. Simmons, Metter, has been selected by 
Metter physicians to be chief of staff of the Candler 
County Hospital. 

Dr. J. Calvin Weaver, Atlanta, has been accepted 
to active membership in the New York Academy 
of Sciences. 

Dr. Dan H. Willoughby, Savannah, has opened 
offices in the Deen Building in Hinesville for the 
practice of medicine. 

The Tri-County Hospital, Ft. Oglethorpe, serving 
Walker, Dade and Catoosa Counties, has elected the 
following physicians to serve during this year: Dr. 
Fred H. Simonton, Chickamauga, chief of staff; Dr. 
George C. Vassey, Rossville, assistant chief of staff; 
Dr. T. A. Cochran, Ringgold, secretary-treasuer. 

Dr. Lon Grove, Atlanta, announces his retirement 
from the active practice of surgery. 


KENTUCKY 


Dr. F. M. Cook has recently resigned as manager 
of the Veterans Administration Hospital in Louisville. 
Dr. Cook has been with the VA for the past 35 
vears. 

Dr. William C. Adams, instructor in the depart 
ment of pediatrics at the University of Louisville 
School of Medicine, has been elected a_ Fellow of 
the American Academy of Pediatrics. Dr. Adams _ is 
a graduate of Temple University School of Medicine, 
Philadelphia, Pennsylvania, and interned at the Pat- 
erson General Hospital in Paterson, New Jersey. 

Dr. J. Duffy Hancock, Professor of Clinical Sui 
gery at the University of Louisville School of Medi 
cine, has agreed to accept the post of Chairman of 
the new Medical Advisory Committee to the Social 
Security Administration. 


Ihe Fifth Annual County Society Officers Con 
ference will be held at the Phoenix Hotel, Lexing- 
ton, Thursday, April 7. 
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Three Kentucky State Medical Association mem- 
bers have been elected to offices of the Kentucky 
Medical Foundation. Drs. Francis M. Massie, Lexing- 
ton, and Sam A. Overstreet, Louisville, were elected 
vice-presidents, and Howell J. Davis, Owensboro, was 
elected to the Executive Committee. 

Dr. Gilly N. Golden has recently opened an office 
in Benham 


Dr. Pressley Smith, formerly of Owensboro, has 
recently set up practice in Hawesville at the newly 
established Hawesville Medical Center. 

The Kentucky Obstetrical and Gynecological So- 
ciety’s 1955 annual meeting, scheduled at the Brown 
Hotel, Friday, April 1, will be one of four state 
sectional and national meetings in this field held 
n Louisville that week. Dr. J. B. Marshall, Louisville, 
is president of the Kentucky group. 

Dr. Pentti 
serving as director of the Division of Preventive Medi- 
cine of the State Department of Health, was appointed 


Kokko, Louisville, who has been 


director of the Division of Local Health Services. 


The Compendium of Urology” is the title of a 
book written by Dr. Robert Lich, professor and 
chairman of the Section on Urology, University of 
Louisville School of Medicine, and chief of staff at 
the University Medical Center. The book was written, 
according to the author, with a dual purpose in 
mind, to act as a quick diagnostic and basic thera- 
peutic reference for the physician in general prac- 
tice and to serve as a student text. 

The Kentucky Physicians Mutual, Inc., has re- 
cently elected Dr. Vinson Pierce, Covington, president, 
succeeding Dr. T. O. Meredith, Harrodsburg; Dr. 
Joseph C. Bell, Louisville, first vice-president; and Dr. 
\. L. Cooper, Somerset, second vice-president. 

Drs. E. M. Howard, Harlan, and Fred P. Moberly, 
Lexington, have been reappointed as members of the 
State Board of Health. 


The University of Louisville School of Medicine 
has made the following changes in its faculty: ap- 
pointment of Dr. Eugene Moore Holmes as instructor 
in medicine, and Dr. John Ramsey Smith as instructor 
in radiology; the reappointment of Dr. John Lyford 
as assistant professor of orthopedic surgery; and _ pro- 
motion of Di 
of psychiatry. 


Joseph Goldstein to associate professor 


LOUISIANA 


Ihe Louisiana State Medical Society will hold 
its annual meeting in New Orleans May 2-4. Dr. J. 
Theo Brierre is general chairman. 

The Sara Mayo Hospital recently appointed Dr. 
James T. McQuitly as chief of surgery, and Dr. Albert 
Hyman as chief of internal medicine. 

Dr. Irwin M. Marcus has been elected to the status 
of Fellow in the American Group Psychotherapy 
Association. 

Dr. G. J. 
recently 


Fruthaler and Dr. Dorothy J. York were 
certified by the American Academy of 
Pediatrics. 

Dr. Dennis Rosenberg was recently elected a Fel- 
low of the American College of Surgeons, and certi- 
fied by the American Board of Thoracic Surgery. 
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Dr. J. William Rosenthal has been certified by 
the American Board of Ophthalmology. 

Dr. Edgar Hull, New Orleans, has been installed 
as the sixty-eighth president of the Orleans Parish 
Medical Society. 

Dean William W. Frve, Louisiana State University 
School of Medicine, New Orleans, went to Puerto 
Rico recently as chairman of the Tropical Medicine 
and Parasitology Study Section of the Research Grants 
Division of the National Institutes of Health to 
inspect tropical disease research facilities for students 
of parasitology and tropical medicine there. He was 
accompanied by Dr. Willard H. Wright, director of 
the ‘Tropical Laboratory, National Micro 
biological Institute and Dr. Kenneth Endicott, techni- 
cal director of the Research Grants Division. 


Disease 


Dr. Carlos Aguirre v Guerra, who has served as 
a research associate in physiology at Louisiana State 
University School of Medicine, New Orleans, during 
the past year, plans to return to the National Insti- 
tute of Cardiology of Mexico City, where he held 
an appointment for several vears before obtaining 
leave to come to L. S$. U. for participation in studies 
on experimental cardiac arrhythmias. 

lulane University School of Medicine, New Or- 
leans, is one of ten institutions in various parts of 
the United States recently asked by the Oak Ridge 
Institute of Nuclear Studies to cooperate in the 
project of developing special instruments to measure 
more accurately the uptake of radioactive iodine by 
the thyroid gland. 

Louisiana State University School of Medicine, New 
Orleans, has received a grant trom the Eli Lilly 
and Company to support’ research work in the 
department of microbiology under the direction of 
Dr. G. John Buddingh, head of the department of 
microbiology. 

Louisiana State University, New Orleans, will pre- 
sent a short intensive course on the laboratory diag- 
nosis and pathology of parasitic infections 


15-27. 


August 


Dr. William B. Clark, New Orleans, is one of the 
newly elected vice-presidents of the American Academy 
ot Ophthalmology and Otolaryngology. 


Dr. Robert L. Simmons, professor of Public Health 
and Preventive Medicine, was invited by the Gov- 
ernment of the Federal Republic of Germany to 
spend a month as a member of a group of eight 
Americans making a study tour of West Germany 
with particular reference to activities and problems 
in public health. 

Iwo grants totaling S72,888 have been awarded 
to Tulane University by the National Foundation 
for Infantile Paralysis to continue a special research 
project to determine how polio infection and = im- 
munity is acquired, and to establish a new polio 
research program aimed at seeking new knowledge 
about the control of respiratory muscles. A grant 
of $47,455 was presented to Dr. John P. Fox, pro- 
tessor of epidemiology to continue a comprehensive 
study of 150 children from birth onward to trace 


their experience with poliomyelitis. A second grant 


Continued on page 54 
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<XPLOSION= 


OF TRICHOMONADS 
WITHIN 15 SECONDS OF 
CONTACT WITH VAGISEC 


A NEW AGENT, Vagisec, reaches 


deeply buried and surface trichomonads 
and explodes them within 15 seconds. No 
other trichomonacide has this effect. 

The Davis technic. Vagisec liquid is the 
trichomonacide 
developed as 
**Carlendacide”’ 
byDr.Carl Henry 
Davis, weil- 
known gynecolo- 
gist and author, 
and C. G. Grand, 
research physiol- 
ogist. Over 100 
leaders in obstet- 
rics and gynecol- 
ogy tested this 
new agent, using 
the Davis technic, 
and reported 
“better than 80 
per cent of cures 
among non-preg- 
nant patients with one course of treatment.” 


contrast 








chomonad 


15 


agisec, 
as 


Synergistic aclion. Vagisec combines a 
chelating agent to capture the calcium of 
the calcium proteinate, a wetting agent to 
remove lipid material and a detergent to 
denature the protein. Result, the tricho- 
monad swells up and bursts. 


Thorough penetration. Vagisec pene- 





’ a 


trates the cellular debris and mucoid material 
lining the vaginal wall and buried between 
the rugae. It reaches trichomonads, hidden 
and surface. 


Course of treatment. Dr. Davis recom- 
mends office treatment and home treatment 
and the use of both Vagisec liquid and jelly. 
“For a small percentage of women who have 
an involvement of cervical, vestibular or 
urethral glands, other treatment will be 
required.”* 


Office treatment. Expose vagina with 
speculum. Wipe walls dry with cotton 
sponges and wash thoroughly for about 
three minutes with a 1:250 dilution of 
Vagisec. Dry with cotton sponges. There is 
no tampon or messy discharge or staining. 
Six office treatments are recommended. 


Home treatment. Prescribe both Vagisec 
liquid and Vagisec jelly for home treatment. 
Patient inserts Vagisec jelly each night and 
douches with Vagisec (1 teaspoonful to a 
quart of warm water) each morning except 
on office treatment days. Treatment con- 
tinues through two menstrual periods. Four 
weeks after the course, the douche is omitted 
at least three days and the patient re- 
examined. Continued douching with Vagisec 
two or three times a week helps to prevent 
re-infection. 


Summary. The Davis technic (Vagisec) 
reaches deeply buried trichomonads and 
explodes them in 15 seconds. It is a triple 
attack — office treatment, home treatment 
with jelly at night, and home treatmient 
with liquid in the morning. Vagisec has 
been clinically tested and proved fast and 
effective. It is non-toxic. 

1. Davis, C. H.: J.A.M.A., 157:126 (Jan. 8) 1955. 


JULIUS SCHMID, INC. Gynecological Division 


423 West 55th Street, New York 19, N. Y. 


AGISEC (S THE TRADE-MARK OF JULIUS SCHM NC.,FOR PRODUCTS TO BE USED IN THE CONTROL OF VAGINAL TRICHOMOWNIASIS 
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For appetite and growth 


—OREXIN 


combines the 3 vitamins impor- 
tant for appetite and growth. 


U N | QUE ONE TABLET CONTAINS: 


a a stv ors 25 meg. 
DMBINATION ee 5 mg, 
: Ba cccccee 10 mg 


DOSE: 1 tablet daily 


Pleasant tasting, specially con- 
structed soft tablet (Softabt) melts 


; UNIQUE Gs \ in the mouth. 


FORM If liquid is preferred OREXIN 
| ' tablet dissolves quickly in tea- 
ea ae al spoon of water. 


Available at all pharmacies 


in bottles of 30 and 100 tablets 


THE STUART COMPANY Stuart Pasadena 1, California 


t Trade Mark 














old “Skin and Bones” 
...Who always looks 


You feel sure old “Skinamalink” is cheating on your 
prescription—otherwise he’d put on pounds. 


You can’t stand over him with a spoon, but you can “out- 
fox” him with a taste—and that’s Sustinex. 


Sustinex Owes its success not only to its potent B 
complex content—but to its distinctive cola-flavor—it’s 
that delicious taste which keeps them taking Sustinex 
day-in-and-day-out. 
Sustinex does its job by keeping the patient on his pre- 
scribed dietary regimen, thus together they build up his 
nutritional state. 


It’s delicious taken direct from the spoon. Samples on 
request to prove it. 





NEW HIGHER POTENCY: 


Each 30 cc. (1 fl. oz.) represents: 
Thiamine Hydrochloride.......- 36 mg. 
Riboflavin... ccccccvccccsecece 12 mg. 
(as Riboflavin-5’-Phosphate Sodium) 
Niacinamide.......seeeceeees 180 mg. 
Calcium Pantothenate (as Panthenol) 6 mg. LABORATORIES, INC. 
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3 ~ 
ee yY\Y)))) 





= oe 
TF 





54 SOUTHERN MEDICAL JOURNAL MARCH 1955 


Continued from page 332 flected honor upon the university. The honorary cita- | 
tions were made at a luncheon in the university Field 

House during the University’s Second Century Con- 

vocation program. | 


of $25,433 was awarded to Dr. L. Matthew N. Bach, 
associate professor of physiology, to establish a re- 
search program which will attempt to find out when 
and how people use the many muscles involved in 
breathing. 


A laboratory and clinic for the study and _ treat- 
ment of migraine was recently dedicated at the 
’ - . ; Fulane University School of Medicine. Dr. George 
M- “aches Rye Panag = — Pon E. Burch, the Henderson professor of medicine and 
yikes a: So Pe re chairman of the department of medicine at Tulane, 
and gynecology at Yale t niversity, a $2,400 fellowship will direct work in the laboratories. Dr. Ruth Pater- 
for advanced gynecological (ramming in cancer analysis son, instructor in medicine, will direct the research 
under Dr. Conrad G. Collins, professor of obstetrics work for the laboratory and clinic. The laboratory, 
and Bynecology at the Tulane University School of to be known as the Feazel Laboratory for the Study 
Medicine, New Orleans. of Cerebral Circulation and Migraine, is included | 


Dr. Grace A. Goldsmith, professor of medicine and in the cardiovascular laboratories in the school of 
director of the Tulane University School of Medi- medicine. 
cine’s division of Nutrition, spoke on the programs a 
of two conferences devoted to nutrition in El Salvador MARYLAND 


and Guatemala. The Medical and Chirurgical Faculty of the State 


Dr. Adam M. McDonald, Lt. Col., Medical Service of Maryland will hold its next annual meeting in 
Corps, United States Army Reserve, has been as- Baltimore at the Sheraton-Belvedere Hotel, April 
signed to the New Orleans area as medical procure- 21-23. 
ment olficer. Dr. Alfred Blalock, Baltimore, was installed as 

Dr. Alton Ochsner, professor and chairman of the president of the American College of Surgeons at 
department of surgery, Tulane University School its recent annual meeting. 
of Medicine and director of the section on general Dr. A. McGehee Harvey, Baltimore, has been ap- 





surgery at the Ochsner Clinic, New Orleans, was pointed recorder for the Association of American 


one of 58 alumni of Washington University, St. Physicians 
Louis, Missouri, to be honored in recognition of out- F 
standing achievements and services which have re- Continued on page 56 
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Phenobarbital . 
( WARNING: May be habit-Sorming) ss 
Acetylsalicylie Acid (Aspirin) . . . 162.5 mg 2: 
Acetophenetidin..............162.5 mg. ( 
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Hyoscine Hydrobromide............. 
Hyoscyamine Hydrobromide..°.°..... 
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MISSISSIPPI 


Dr. Felix J. Underwood, Jackson, has retired as 
head of the American Cancer Society, Mississippi 
Division, after many vears of service as active chair- 
man. Dr. W. H. Parsons, Vicksburg, succeeds Dr. 
Underwood 


Ihe Mississippi State Medical Association has pur- 
chased a one-acre building site near the new medical 
center at Jackson for the association's projected per 
manent building. The site is a 183-foot front on 
Riverside Drive, just off North State Street. 


Dr. James Herbert Windham, Ecru, has been 
honored with a lifetime membership in the Fiftv- 


Year Club of the State Medical Association. 


Dr. H. K. Stauss has returned from military service 
and reopened his offices at Jackson, for the practice 
of thoracic surgery and bronchoesophagology. 


The Surgical Clinic, Jackson, announces the asso- 
ciation of Drs. Carl D. Brannan, W. Coupery Shands, 
]. Harvey Johnston, ]r., 


and George E. Twente. 


MISSOURI 


Dr. Alphonse McMahon, St. Louis, has been made 
chairman of the Council on Scientific Assembly of 
the American Medical Association, succeeding Dr. 
Henry R. Viets of Boston. Dr. McMahon received 
the annual award for distinguished service to medi- 
cine and pharmacy given each vear by the Alumni 
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Association of the St. Louis College of Pharmacy and 
Allied Sciences “in recognition of his many contribu- 
tions to the medical and pharmaceutical community 
of Greater St. Louis.” The award was presented at 
the annual dinner of the Association at the Jeffer- 
son Hotel on February 27. Dr. McMahon is the im- 
mediate past president of the Southern Medical As- 
sociation. 

Dr. William B. Seaman, St. Louis, is the newly 
elected president-elect of the recently organized As- 
sociation of University Radiologists. Ihe purpose of 
the society is to encourage laboratory and° clinical 
investigation in radiology by the informal exchange 
of ideas, to stimulate interest in academic radiology 
as a medical career, and to advance radiology as 
medical science. 

Dr. George A. Kelling, Waverly, was recently hon- 
ored by the citizens of his community at a meeting 
in his behalf. During the ceremony he was presented 
a bronze plaque to show their appreciation for his 
$7 vears of tireless endeavor in the practice of his 
profession. 


NORTH CAROLINA 


Dr. Frank L. Engel, associate professor of medicine 
at Duke University School of Medicine, Durham, has 
some surprising new aspects of diabetes which may 
lead to improved methods of controlling it in man. 

The Academy of General Practice Board of Di- 
rectors has selected Charlotte for the 1955 Scientific 


Continued on page 66 








SURGERY and ALLIED SUBJECTS 


\ two months full time combined surgical course com- 
prising general surgery, traumatic surgery, abdominal 
surgery, gastroenterology, proctology, gynecological sur- 
gery, urological surgery. Attendance at lectures, wit- 
nessing Operations, examination of patients pre-opera- 
tively and post-operatively and follow-up in the wards 
post-operatively. Pathology, radiology, physical medi- 
cine, anesthesia. Cadaver demonstrations in surgical 
anatomy, thoracic surgery, proctology, orthopedics. Op- 
erative surgery and operative gynecology on the cadaver; 
attendance at departmental and general conferences. 


RADIOLOGY 

\ comprehensive review of the physics and higher math- 
ematics involved, film interpretation, all standard gen 
eral roentgen diagnostic procedures, methods of applica 
tion and doses of radiation therapy, both X-ray and 
radium, standard and fluroscopic procedures. A review 
of dermatological lesions and tumors susceptible to 
roentgen therapy is given, together with methods and 
dosage calculation of treatments, special attention is 
given to the newer diagnostic methods associated with 
the employment of contrast media such as bronchog- 
raphy with Lipiodol, uterosalpingography, visualization 
of cardiac chambers, perirenal insufflation and mye- 
lography. Discussions covering roentgen departmental 
management are also included; attendance at depart- 
mental and general conferences. 





THE NEW YORK POLYCLINIC 


MEDICAL SCHOOL AND HOSPITAL 


(ORGANIZED 1881) 
(The Pioneer Post-Graduate Medical Institute in America) 


For Information about these and other courses Address 


THE DEAN, 345 WEST 50th STREET, NEW YORK 19, N. Y. 


EYE, EAR, NOSE and THROAT 


\ combined full-time course covering an academic year 
(9 months). It consists of attendance at clinics, witness- 
ing operations, lectures, demonstrations of cases and 
cadaver demonstrations; operative eye, ear, nose and 
throat on the cadaver; head and _ neck dissection 
(cadaver); clinical and cadaver demonstration § in 
bronchoscopy, laryngeal surgery and surgery for facial 
palsy; refraction; radiology; pathology; bacteriology; 
embryology; physiology, mneuro-anatomy; anesthesia; 
physical medicine; allergy; examination of patients pre- 
operatively and follow-up post-operatively in the wards 
and clinics. Also refresher courses (3 months). 


COURSE FOR 
GENERAL PRACTITIONERS 


Intensive full-time instruction covering those subjects 
which are of particular interest to the physician in gen- 
eral practice. Fundaments of the various medical and 
surgical specialties designed as a practical review of 
established procedures and recent advances in medicine 
and surgery. Subjects related to general medicine are 
covered and the surgical departments participate in giv- 
ing fundamental instructions in their specialties. Path- 
ology and radiology are included. The class is expected 
to attend departmental and general conferences, 
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...no two hypertensives are alike 





A. C. can’t get along without Rauvera 


Diagnosis: Fixed Essential Hypertension, Grade III 


A. C.: Male, Negro, 31. Blood pressure 225/145. Pulse rate 110. Excited, headaches, dizzi- 
ness. Got good but not optimal reductions with Rautensin after 7 weeks, was therefore put on 
combination therapy—Rauvera, 4 tablets daily at 4-hour intervals after meals. (Each tablet 
contains 1 mg. mixed purified Rauwolfia alkaloids—the alseroxylon fraction—and 3 mg. 
mixed Veratrum alkaloids—alkavervir.) This accomplished a prompt additional reduction 
of B. P. to 125/80 and of pulse rate to 84. Dizziness, headaches and excitability disappeared. 
Your hypertensive patients with a similar history will respond well to Rauvera. 


Rauvera® is a preparation. Supplied in bottles of 100, 500, and 1,000 tablets. 
Smith-Dorsey * Lincoln, Nebraska * A Division of The Wander Company 


A. C. can’t get along without Rauvera...for no two hypertensives are alike. 
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CONCENTRATED LIQUP 


mg | Betemes —, 


Doctors choice 


When doctors have to choose a formula for their own 





babies, they often choose S-M-A. We have supplied 
S-M-A for doctors’ babies in response to more than 
55,000* requests from physicians. 

There can be no higher recommendation for any 
feeding formula. 


S-M-A Liquid—cans of 13.9 fl. oz. 
S-M-A Powder—cans of | pound 


S-M-A °3:" 

_ - POWDER 
penny an ounce 

Tiged 


Philadelphia 2, Pa. 























*Records on file at 1401 Walnut St., Philadelphia, Pa. 
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..no two hypertensives are alike 





B. D. needs Rautensin 

Diagnosis: Hypertension, Grade II, labile 
B. D.: Female, white, 62. Average blood pressure 220/115, pulse: 95. Irritable, sleeps 
poorly. Placed on twice average dose of Rautensin—4 tablets per day in two doses, after 
luncheon and at bedtime. Each tablet contains 2 mg. of purified Rauwolfia alkaloids—alser- 
oxylon fraction. After 12 weeks the gradual reduction of her readings reached satisfactory 
levels. Blood pressure 155/90, pulse 80. She now sleeps well, is no longer irritable; occa- 
sionally takes an extra cup of coffee if the sedative effect is too pronounced. No postural 
hypotension encountered. 
Rautensin* isa preparation. Supplied in bottles of 100, 500, and 1,000 tablets. 


Smith-Dorsey * Lincoln, Nebraska * A Division of The Wander Company 


TRADE MARK 


B. D. needs Rautensin...for no two hypertensives are alike. 
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pyraldine 


and 
No. 2 





Formulated specifically to control, without completely suppressing, the cough reflex and to 
promote the liquefaction of mucus, Pyraldine has proved most useful for the relief of the 
distressing, irritating cough. In addition the effective antihistaminic, Pyra-Maleate® is 
included to suppress allergic symptoms which may complicate the condition. 


Each fluidounce of bright yellow PyraLpiNe contains: 
Dihydrocodeinone bitartrate 


(Warning: May be habit forming) '/_ gr. 
Pyra-Maleate" (Brand of Pyrilamine Maleate) 75 mg. 
Ammonium chloride 6 gr. 
Citric acid . Ser 


In a mentholated, fruit-flavored, syrup vehicle. 
For added mucosal decongestion, amber PyraLtpiIneE No. 2 
provides the basic Pyraldine formula plus Phenylephrine 
Hydrochloride 30 mg. per fluidounce. 


VANPELT & BROWN, INC., Pharmaceutical Chemists 


RICHMOND 4, VIRGINIA 
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...no two hypertensives are alike 





F. E. does best on Crystoserpine 


Diagnosis: Hypertension, Grade III, fixed 


F. E.: Male, white, 39. Blood pressure 210/130, pulse rate 84. Agitated, neurotic. Given 
Crystoserpine (crystalline reserpine) 0.5 mg. q.i.d. After 24 weeks of therapy the gradual 
and steady hypotensive action of Crystoserpine produced an excellent response: blood 
pressure dropped to 120/75, pulse rate to 64. The tranquillizing effects of Crystoserpine 
changed F. E.’s personality from an agitated, neurotic patient to a cheerful, calm individual 
who can take the pressure of his work in stride. 


Crystoserpine* is a preparation. Available as 0.25 mg. and 1.0 mg. tablets in 
bottles of 100, 500, and 1,000 tablets. 
Smith-Dorsey * Lincoln, Nebraska * A Division of The Wander Company 


*TRADE MARK 


F. E. does best on Crystoserpine...for no two hypertensives are alike. 
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THE THYROID AND COLDS 














**..the conclusion is warranted that hypothyroidism 
...does reduce resistance to colds. In these patients, 
administration of desiccated thyroid is as essential to 
freedom from colds as correction of any of the other 
multiple influences that make people susceptible to 
colds.” 


thyrar. 


prepared exclusively from beef thyroid...provides 
whole gland medication at its best. Superior uniformity 
assured by chemical assay and biological test. 
Standardized equivalent to Thyroid U.S.P. 
Tablets of 4, | and 2 grains. Bottles of 100 and 1000. 


Cheney, M. C.: GP 10: 32 (July) 1954. 


A THE ARMOUR LABORATORIES 
® 


A DIVISION OF ARMOUR AND COMPANY + KANKAKEE, ILLINOIS 














Leder le 


GRAVIDOX* 


Pyridoxine-Thiamine Lederle 





For preventing and treating nausea and vomiting of pregnancy 
Pyridoxine (B,) and Thiamine (B;) have Each GRAVIDOX tablet contains: 








proved more effective in combination Thiamine HCl—20 mg., Pyridoxine 
than either alone in the prevention and HC1—20 mg. Each cc. of GRAVIDOX 
treatment of hyperemesis gravidarum. parenteral solution contains: Thiamine 


GRAVIDOX, in both tablet and paren- HC1—50 mg., Pyridoxine HCI—50 mg. 
teral form, combines these vitamins, ; 


providing a nutritional approach to the Average dose: 5 to 12 tablets daily, in 
problem. GRAVIDOX may also be useful divided doses, at times when vomiting 
for the prevention and relief of nausea and is less likely to occur; or 1 cc. parenteral 
vomitingassociated withradiationsickness. solution 2 or 3 times weekly. 


LEDERLE LABORATORIES DIVISION amenrcan Cyanamid company Pearl River, New York 


*REG. U. S. PAT. OFF. 














eC 








In this... 
“the Commonest 
Disease of 
Civilized 
Man” 











@ In hypertension, management can now be started in the earliest stages 


... to retard progression, with the goal of prolonging useful life. 


@ Fully one half of all cases of mild, labile hypertension can be controlled 
with simple Rauwiloid therapy. 


@ Rauwiloid accomplishes what mere sedation cannot .. . the patient 
is spared the reaction to tension situations . . . without somnolence, with- 
out clouded sensorium, without change in alertness. 
@ The feeling of well-being engendered by Rauwiloid may become mani- 
fest as soon as 24 to 48 hours after the first dose. Its antihypertensive 


effect becomes apparent in two to three weeks. 


@ In the face of tension-producing stimuli, Rauwiloid, through its seda- 
tive and bradycrotic properties, provides tranquil equanimity. 


@ Its dosage schedule is uncomplicated, definite, easy to follow: 
Merely 2 tablets at bedtime. For maintenance, 1 tablet usually suffices. 
No contraindications. 


® 
1 a First Thought 
Aut Ol IN HYPERTENSION 


LABORATORIES, INC., tos ancetes 48, cauir. 
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Ct pregnancy moniliasis 
antibiotic moniliasis 
persistent trichomonal leukorrheas 


Teleolalr4iale 







gentia.-jel is specific — 93 %, 
clinically effective 

gentia.jel is safe — safe for self- 
administration up to the day of 
delivery 

gentia-jel is esthetic — packaged in 
unique single-dose disposable 
applicators ... packages of 12 


|} (eds ee 





GA-1 


geulu yal = 


468 DEWITT ST. 


Westwood Pharmaceuticals 
BUFFALO 13, N. Y. 


Division of Foster-Milburn Co. 











For Allergic Colds— 


Ka CAPSULES 


give welcome relief of annoying symp- 


For Beginning Head Colds— 


Rhinall 


COLD CAPSULES 


* # 


Useful in the Acute Coryza or Virus 
stage of Head Colds—For relief of 
Sneezing, Blockage, and excessive 
Secretions—symptoms not relieved 
by the sulfonamides or antibiotics. 








In vials of 16 Capsules 





Detailed to the 
Medical Profession Exclusively 


AT A PRICE ALL PATIENTS 
CAN AFFORD 





Samples on Request 


EACH CAPSULE CONTAINS 


*Propadrine’' Hydrochloride . . 
Phenylpropanolamine Hyd 


. - « Ye grain 
rochioride) 


Powdered Extract of Belladonna. . . . ‘/e grain 
(Equivalent to 0.0015 gr. total Alkaloids) 
Acetophenetidin 2 grains 





Acid Acetylsalicylic 22 grains 





ine 


toms associated with allergic colds, for 
sneeze or wheeze. 


A combination of four effective in- 
gredients for the symptomatic relief 
of nasal congestion, hypersecretion 
and headache associated with 
allergic colds. 


In vials of 12 Capsules 





EACH CAPSULE CONTAINS: 


Pyrilamine Maleate . 25 mg. 
Ephedrine Sulfate . Ye gr. 
Atropine Sulfate . . . I/soe gr. 
Salicylamide . 2'2 gr. 
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“better palatability 
and freedom from 
constipating effects, 
dryness and 

astringency. 


97 





Morrison, in treating a large series of patients 
with Maalox-Rorer, describes this better-tolerated 
preparation as “*...a palatable, antacid, demul- 
cent, nonconstipating colloidal suspension of 
magnesium and aluminum hydroxides, useful for 
the relief of hyperacidity.” 


This clinician concludes: “Magnesium alumi- 
num hydroxide gel is more palatable than alu- 
minum hydroxide gel and better suited to the 
prolonged administration required for the antacid 
therapy of peptic ulcer and hyperchlorhydria.”! 

A well-balanced suspension, notable for its 
smooth texture and pleasant flavor, Maalox has 
gained remarkable patient acceptance. 





Supplied: in 355 cc. (12 fluid ounce) bottles. In tablet 
form, bottles of 100. Each tablet equivalent to 1 fluidram 
of the suspension. 


1. Morrison, Samuel: Magnesium alumi- 
num hydroxide gel in the antacid 
therapy of peptic ulcer, Am. J. of 

Samples sent promptly on request. Gastrotenterology 22:309 (Oct.) 1954. 


ra BE 
El WILLIAM H. RORER, INC. 
Philadelphia 6, Pa. 











SOUTHERN MEDICAL JOURNAL MARCH 1955 








in its completeness 


35 
Digitalis 
(Davies, Rese) 

0.1 Gram 
(apres. 14% grains) 
CA UTION: Feders! 
via. Withewt a 





OAYIES, ROSE & CO. Let. 
Boston, Mass. SA 











Each pill is 
equivalent to 
one USP Digitalis Unit 


Physiologically Standardized 
therefore always 
dependable. 


Clinical samples sent to 
physicians upon request. 


Davies, Rose & Co., Ltd. 
Boston, 18, Mass, 
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Assembly, October 16-18. Hotel Charlotte will) be 
headquarters. 

Dr. John W. R. Norton, Raleigh, has recently 
been elected president of the Association of State 
and Territorial Health Officers. 

Dr. W. P. Richardson, Assistant Dean for Continua 
tion Education, announced the following corrected 
schedule for postgraduate medical courses in the 
late spring of 1955: Shelby Postgraduate Medical 
Course April 6, 20, 27 and May 11, 18 and 25. Chapel 
Hill Postgraduate Course in Diagnostic Methods and 
Aids, the last part on April 6. 

The Raymond C. Henyan Fellowship at Duke 
University School of Medicine has been renewed 
for 1955. The Henyan Fellowship is an important 
part of a large research project’ in neurosurgery 
at Duke, under the direction of Dr. Barnes Woodhall. 

Dr. Richard L. Masland has announced the asso- 
ciation of Dr. Robert R. J. Strobos in the practice 
of neurology, with offices in the Bowman Gray School 
of Medicine, Winston-Salem. 

Dr. Samuel J]. Calvert is associated with Dr. Archie 
Y. Eagles in the practice of internal medicine in 
\hoskie. 

Dr. J. Leonard Goldner of Duke University is one 
of five orthopedic surgeons who have been honored 
by the American, British and Canadian Orthopedic 
Associations. They have been awarded Association Ex- 
change Fellowships for study in Europe this spring. 


SOUTH CAROLINA 


The South Carolina Heart Association, which is 
an affiliate of the American Heart Association, will 
hold its Sixth Annual Meeting in Charleston on 
Monday and Tuesday, April 11-12, 1955. 

Dr. Julian P. Price, Florence, has been named to 
the editorial board for Today's Health. 

Dr. Charles Propst, Sumter, has been named a 
diplomate of the American Board of Pediatrics. 


Dr. John G. Buchanan, Winnsboro physician and 
a 1922 University of South Carolina graduate, is a 
new member of the university board of trustees. 

Dr. A. E. Adams has been elected president of 
the staff at Self Memorial Hospital. Dr. H. B. Mor- 
gan is vice president and Dr. W. A. Klauber is 
secretary-treasurer. The executive committee consists 
of the three officers and Dr. J. D. Harrison and Dr. 
L. G. Jenkins. 


Dr. Sam Morrow, Inman, has recently received the 
cup award as Spartanburg County’s Doctor of the 
Year. 

Ihe South Carolina Trudeau Society has recently 
elected the following officers: Dr. Hiram Morgan, 
Ware Shoals, president; Dr. J. Gordon Seastrunk, 
Columbia, vice-president, and Dr. John E. Holler, 
Columbia, secretary-treasurer. 


TENNESSEE 


Dr. Tom D. Norman, instructor at the University 
of Tennessee College of Medicine in Memphis, has 
been awarded a research grant by the National In- 


Continued on page 70 
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tablet 


“the only 


aluminum 


preparation... 





ALGLYN 


Tablets dihydroxy aluminum aminoacetate, N.N.R. 


The therapeutic advantages of dihydroxy aluminum aminoacetate 
(ALGLYN) as an effective antacid in tablet form are now well estab- 
lished. A more recent comparison between the reactivity of Alglyn 
and the most widely prescribed forms of aluminum hydroxide (both 
gels and tablets) in vitro is reported by (1.) Rossett and Rice in 
Gastroenterology, 26:490, March, 1954. Reprints on request. 


For rapid and prolonged antacid For antacid-spasmolytic therapy For antacid-spasmolytic action 
therapy effective in Tablet form plus sedation 
NEW 
ALGLYN BELGLYN* MALGLYN® 
Each tablet contains dihydroxy | Eachtabletcontains dihydroxy alu. | Each tablet contains dihydroxy alu- 
aluminum aminoacetate, N.N.R., | minum aminoacetate, N.N.R., | ™num aminoacetate, N.N.R., 0.5 
0.5 Gm. Bottles of 100. 0.5 Gm.; belladonna alkaloids (as | Gm.; belladonna alkaloids, 1/400 
sulfates), 1/400 gr. Bottles of 100, |  8F-: Phenobarbital, 1/4 gr. 


Bottles of 100. 


Bra ylen Pharmaceutical E compan YY 


SPECIALTIES FOR THE MEDICAL PROFESSION ONLY 





Alm-3 
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To prevent attacks and 
restore calm in Angina Pectoris 


METAMINE, the new long-acting nitrate 
with the lowest dose and least side ef- 
fects, is now available with butabarbital, 


widely accepted intermediate sedative. 


METAMINE with BUTABARBITAL prevents 


angina pectoris attacks and provides 


“therapeutic relaxation” to help the pa- 
tient adjust to a level of activity within 
his limitations. Dose: Swallow | tablet 
after each meal and | or 2 at bedtime. 
Vials of 50 tablets. 


unique amino nitrate 


Metamine .... with 
NEW: 


triethanolamine trinitrate biphosphate, Leeming 


Butabarbital ..... 
Thos. Leeming 6 Co.Ine. 155 E. 44th St., New York 17, N.Y. 
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“an effective antirheumatic agent”* 


| inti iythril 


BUTAZOLIDIN ® 


(brand of phenylbutazone) 


69 


relieves pain - improves function - resolves inflammation 


The standing of BUTAZOLIDIN among today’s anti-arthritics is at- 
tested by more than 250 published reports. From this combined 
experience it is evident that BuTAZOLIDIN has achieved recognition 
as a potent agent capable of producing clinical results that compare 
favorably with those of the hormones. 

Gouty Arthritis Rheumatoid Arthritis Psoriatic Arthritis 


Rheumatoid Spondylitis Painful Shoulder Syndrome 
Burazo.ipin® (brand of phenylbutazone) red coated tablets of 100 mg. 


Bunim, J. J.: Research Activities in Rheumatic Diseases, Pub. Health Rep. 69-437, 1954, 





Gein, GEIGY PHARMACEUTICALS 
Division of Geigy Chemical Corporation, 220 Church Street, New York 13, N.Y. 


46555 

















ULTRASONIC 
Therapy Unit 


Years of Burdick research and experience 
have resulted in the development of this 
outstanding unit. 
From controls to applicator, the UT-1 
Ultrasonic unit is constructed to provide 
you the maximum in therapeutic effi- 
ciency, durability and safety — typical 
features of all Burdick equipment. 
Write for complete 
descriptive literature. 


THE BURDSB CE 


CORPORATION 


MILTON, WISCONSIN 


— ———— -_ 
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Continued from page 66 


stitute of Neurological Diseases and Blindness for 
the purpose of studving the possibility of nerve 
regeneration in the central nervous system after the 
administration of cortisone. 

Dr. Bland W. Cannon, Memphis, was recently 
elected vice-president of the Congress of Neurological 
Surgeons at the annual meeting of the organization. 

The American College of Surgeons will hold a 
sectional meeting in Nashville at the Dinkler-Andrew 
Jackson Hotel and War Memorial Building April 
16. Dr. James A. Kirtley, Jr.. Nashville, is the chair 
man, 

Dr. Nicholas R. Diluzio, who received his doctor 
of philosophy degree from the University of Ten- 
nessee Medical Units, has joined the Division of 
Physiology as an instructor. 

The University of Tennessee Medical Units, Mem 
phis, has moved into the top three floors of the 
new Chemistry-Physiology Building. 


\ regional meeting of the Southern Region of the 
American College of Gastroenterology will be held 
in’ Memphis on Sunday afternoon, April 24. The 
Scientific Session will be held in The Skyway at the 
Hotel Peabody at 2:00 P.M. 

Dr. Gene M. Lasater will join the staff of the 
University of ‘Tennessee College of Medicine July 
1 as the first full-time neurologist in the history 
of the school. 


Continued on page 74 





TUCKER HOSPITAL, INC. 


212 West Franklin St. (Corner of Madison) 


RICHMOND, VIRGINIA 


This is a private Hospital for the Neuro- 
logical practice of Drs. Beverly R. 
Tucker, Howard R. Masters and James 
Asa Shield. 


The Tucker Hospital is for the treat- 
ment of nervous and endocrine diseases. 
There are departments of massage, me- 
dicinal exercises, hydrotherapy and phys- 
iotherapy. The Hospital is large and 
bright, surrounded by a lawn and shady 
walks, large veranda and has a roof 
garden. It is situated in the best part of 
Richmond and is thoroughly and mod- 
ernly equipped. The nurses are specially 
trained in the care of nervous cases. 
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for otitis 


AEROSPORIN.. 


POLYMYXIN B SULFATE WITH PROPYLENE GLYCOL 


OTIC SOLUTION... 


Specifically aimed at aural pathogens— 


bactericidal to most gram-positive and gram-negative 
organisms, particularly Ps. aeruginosa, the 
commonest cause of otitis externa. 


fungicidal to most of the dermatomyces found in the ear. 


For otitis externa, whether acute or chronic, an exceptionally high 
percentage of complete clearance in a short time. 


For chronic otitis media (when the ear drum is perforated); prefer- 
ably in conjunction with systemic therapy. 


Bottles of 10 ec. (with dropper) 


Brat Burroughs Wellcome & Co. (U.S.A.) Inc., Tuckahoe 7, New York 
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im the treatment of Hypertensiom 


: -sieProlonigediis = 
-catt “effect of mannitol ” 
eae hexanitrate 
lowers pressure for 4 to 6 hours 


New and Nonofficial Remedies: A.M.A. Council on 
Pharmacy and Chemistry, : 
J.B. ee P. eons 1953. 


- 


ash Phenobarbital - - 


(Marked diuretic far eluxation, 
action of theophylline eee 
its f ; ‘ most useful for promoting 
facilitates sodium excretion *j daytime relaxation : 

. Med. Times 81:266 (Apr.) 1953. ; RS SAMA. 147: ‘1811 fem) 1951. | 


* 


: cs e e = x. ie 
Ascorbic acid.+ rutin for ~~ 
capillary protection 
- help to maintain capillary integrity 
_ Delaware State M. J. £2:283 (Oct.) 1950. 


Senko 


BRINGS THE PRESSURE DOWN SLOWLY VV SAFELY 


Complete Medication for the Hypertensive 


Each Semhyten Capsule contains: Phenobarbital..14 gr.(15 mg.) 
Mannitol Hexanitrate...12 gr. (30mg.) Rutin Peet ure AMA an on 10 mg. 
Theophylline .............. 142 gr. (0.1Gm.) Ascorbic Acid ................ 15 mg. 


Supplied: In bottles of 100, 500 and 1000 pink-top capsules. 
The S. E. MASSENGILL Company -« Bristol, Tennessee 














Upjohn 











Gradual 


and sustained 








blood pressure: 





Each tablet contains: 

RRESCEPINE 660 ences 0.1 mg. 
or 0.25 mg. 
or 1.0) mg. 


Supplied: 


Scored tablets 
0.1 and 0.25 mg. in bottles of 100 


and 500 


1.0 mg. in bottles of 100 
The Upjohn Company, Kalamazoo, Michigan 


Pure crystalline alkaloid) 























\ Whenever 
the diet is faulty, 
the appetite poor, 
or the loss of food 
is excessive 


through vomiting 
or diarrhea— 


— 
Valentine’s 
MEAT EXTRACT 


stimulates the appetite, 


increases the flow of 
digestive juices, 


provides: supplementary 
amounts of vitamins, minerals 
and soluble proteins, 
extra-dietary vitamin By, 


protective quantities of 
potassium, in a palatable and 


Supplied in bottles of 2 or 6 
fluidounces. 


Dosage is 1 teaspoonful two or three times daily; 
swe or three times this amount for potassium 


therapy. 


VALENTINE Company, Inc. 


RICHMOND 9, VIRGINIA 


SOUTHERN MEDICAL JOURNAL 


MARCH 1955 


Continued from page 70 


TEXAS 


The Veterans Administration has announced that 
the VA Hospital, Houston, will add 258 beds to its 
present 1,067 operating beds for the care of patients 
with all types of disabilities. 

The Texas Rheumatism Association recently elected 
Dr. Charles H. Cornwell, Marlin, president; Drs. 
Frank F. Parrish and Jesse W. Hofer, Houston, vice- 
presidents; and Dr. Warren W. Moorman, Fort Worth, 
secretary-treasurer. 

The University of Texas, M. D. Anderson Hospital 
and Tumor Institute has dedicated its new 310-bed 
hospital building in Houston. The hospital is de- 
signed to meet the needs and requests of Texas 
physicians and provides facilities not otherwise avail- 
able in this area. 

The Forty-Fourth Annual Meeting of the Inter- 
national Association of Medical Museums will be 
held at the Hotel Shamrock, Houston, on April 5 
and 6. 

Dr. William <A. Spencer, director, Southwestern 
Poliomyelitis Respiratory Center, Houston, has been 
named one of the country’s 10 “outstanding young 
men of 1954” by the United States Junior Chamber 
of Commerce. He was cited for exceptional work in 
the research, treatment, rehabilitation, and counseling 
of poliomyelitis victims. 

The American Association of Pathologists and 
Bacteriologists will hold their meeting at the Sham- 
rock Hotel, Houston, April 7-9. Dr. Edward A. Gall, 
Cincinnati General Hospital, Cincinnati 29, secretary. 





TULANE UNIVERSITY 


SCHOOL OF MEDICINE 


DIVISION OF GRADUATE 
MEDICINE 


March 23-25 


April 14-15 


Clinical Hematology 


Industrial Medicine 


For Detailed Information Write 


DIRECTOR 


1430 Tulane Ave. New Orleans 12, La. 




















LEDERLE LABORATORIES DIVISION 
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The Cerebral Palsy Clinic, Dallas, has received a 
grant from the Eli Lilly and Company to support 
a study of drugs in cerebral palsy under the direction 
of Dr. William H. Bradford, director. 


VIRGINIA 


Dr. Carrington Williams, Richmond, has recently 
been elected as president of the Southern Surgical 
Association. 

Dr. John P. Lynch has been elected general chair- 
man of the Committee on Arrangements for the 
Annual Meeting of The Medical Society of Virginia 
to be held in Richmond, October 16-19. 

The Virginia Society of Ophthalmology and Oto- 
laryngology will hold its next meeting in Natural 
Bridge on May 6-7. 

The Virginia Academy of General Practice will 
have its meeting at the Hotel Chamberlin, Old 
Point Comfort, on May 13-15. 

Dr. W. Taliaferro Thompson, Jr., Richmond, has 
been named chief of medical services at McGuire 
Veterans Administration Hospital and promoted to 
associate professor of medicine at the Medical Col- 
lege of Virginia. At McGuire’s he succeeds the late 
Dr. John Powell Williams. 

Dr. Holcombe Hurt has been elected chief of staff 
of the Lynchburg General Hospital, succeeding Dr. 
L. R. O'Brian, Jr. Dr. J. E. Warren was named 
assistant chief and Dr. Donald Shotton was elected 


Continued on page 87 


Another Ledewia “First’’! 


MUMPS 
VACCINE 


A practical immunizing antigen for prevention of 








mumps in children or adults where indicated. 


Immunizes for about one year. 
Packages: 2 cc. vial (1 immunization), 
10 ce. vial (5 immunizations). 


> * 
AMERICAN Ganamid co WUPANY 
PEARL RIVER, NEW YORK 





For optimum results 


in teen-age 


dysmenorrhea 


always prescribe 


Edrisal* tablets 


per dose 


Smith, Kline & French ~ 
Laboratories, Philadelphia 


Each ‘Edrisal’ tablet contains “Benzedrine’ Sulfate 
(racemic amphetamine sulfate, S.K.F.), 2.5 mg.; 
acetylsalicylic acid, 2% gr. (0.16 Gm.); phenacetin, 
2% gr. (0.16 Gm.). Available on prescription only. 


" *&T.M. Reg. U.S. Pat. Off. 





SOUTHE 
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Medicine: 
MANFRED CALL, Hl, M.D 
M. MORRIS PINCKNEY, M.D 
ALEXANDER G. BROWN, III, 
JOHN D. CALL, M.D. 
WYNDHAM B. BLANTON, JR., M.D. 


M.D. 


Obstetrics and Gynecology: 
WM. DURWOOD SUGGS, M.D. 
SPOTSWOOD ROBINS, M.D. 
EDWIN B. PARKINSON, M.D 


Orthopedics: 
BEVERLEY B. CLARY, M.D. 


Pediatrics: 
CHARLES P. MANGUM, M.D 
EDWARD G. DAVIS, JR., M.D. 


Ophthalmology, Otolaryngology: 


W. L. MASON, M.D. 
Pathology: 
REGENA BECK, M.D. 
Dire 





STUART CIRCLE HOSPITAL 


413- 
RICHMOND 20, VIRGINIA 


21 Stuart Circle 


Surgery: 

\. STEPHENS GRAHAM, M.D. 

CHARLES R. ROBINS, JR., M.D. 

CARRINGTON WILLIAMS, M.D. 

RICHARD A. MICHAUX, M.D. 

CARRINGTON WILLIAMS, JR., M.D. 
Urological Surgery: 

FRANK POLE, M.D. 
Oral Surgery: 

GUY R. HARRISON, D.D.S, 
Roentgenology and Radiology: 

FRED M. HODGES, M.D. 

L. O. SNEAD, M.D. 

HUNTER B. FRISCHKORN, JR., M.D. 

WILLIAM C. BARR, M.D. 
Physiotherapy: 

MISS ETHELEEN DALTON 
Plastic Surgery: 

HUNTER S. JACKSON, M.D. 
Anesthesiology: 

WILLIAM B. MONCURE, M.D. 

HETH OWEN, JR., M.D. 


ctor: 
CHARLES C. HOUGH 















NOSE DROPS 





* Especially 


1-oz. Bottle with Dropper 


RHINALL 
Cold Capsules 


CONTAINING 
“‘Propadrine’ Hydrochloride. .3% 
(Phenylpropanolamine Hydrochloride) 
Phenylephrine Hydrochloride .15% 
Chlorobutanol . 15% 
(Chlioral derivative) 
recor eporianmgney 2" Sodium Bisulfite .03 % 
RH INALL In an lsotonic Saline Menstruum 


* No Bad Taste 

* No Sting or Burn 

* No risk of Sensitization 
* Pleasant to use 











NOSE DROPS 


and for Convenience 


Ww 


Ww 





Y2-oz. Plastic Spray Bottle 
Same Proven Formula 





Useful in Children 


* Samples on Request 





Ethical Specialties for the Profession 


RHINAMIN CAPSULES 
in Allergic Colds 


PYROCAIN 
in Acute Otitis Media 
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Crystoids. 


ANTHELMINTIC 


effective against systemic parasitic infestation 


MAJOR ADVANTAGES: Provides hexylresorcinol, highly effective 
anthelmintic. Single dose often sufficient. Easy-to-use pills. 





When bare feet pick up parasites— use CRYSTOIDS 


Hookworms, tapeworms, pinworms, whipworms _Hexylresorcinol. Administration and dosage are 
and roundworms—all are controlled by the ad- _ included on label. 

ministration of Crystoips. Even in mixed infes- 
tations, such as ascarides and hookworms, most 
of the invaders may be eliminated by a single 
treatment. : 

CRYSTOIDS are supplied as gelatin-coated pills Philadelphia 1, Pa. 

in two strengths: 0.1 Gm. and 0.2 Gm. ‘Caprokol’ DIVISION OF MERCK & CO., INC. 
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HILL CREST SANITARIUM 


FOR NERVOUS AND MENTAL DISEASES AND ADDICTIONS 


Insulin and Electro-Shock Therapy used in Selected Cases. Gradual Reduction Method used 
in the Treatment of Addictions. 
Established in 1925 

Thoroughly modern in architecture and construction. Eight departments—affording proper classification of patients. 
All outside rooms, attractively furnished. Several bathrooms and rooms with private bath on each floor. Also 
a spacious sun parlor in each department. Located on the crest of Higdon Hill, 1050 feet above sea level, over- 
looking the city, and surrounded by an expanse of beautiful woodland. Ample provision made for diversion and 
helpful occupation. Adequate night and day nursing service maintained. 


James A. Becton, M.D., Physician-in-charge James Keen Ward, M.D., Associate Physician 
P. O. Box 2896, Woodlawn Station, Birmingham 6, Ala. Phones 9-1151 and 9-1152 














This drug has proved able 
to control the disease 
in two-thirds of patients 
with ulcerative colitis, 
who had previously failed to 
respond to standard colitis 
therapy currently in use*. 








ul y t 3 
* See MORRISON: Rev. of Gastroent., Oct. 1953. BRAND OF SALICYLAZOSULFAPYRIDINE 


PHARMACIA LABORATORIES, INC. 


270 Park Avenue, New York 17, N. Y. 
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¥ solfoton 


One, three times a day 


Issued as tablets or capsules. Formula is identical. 





Solfoton, in average dosage, provides an 
even, mild, continuous sedation throughout 
the 24 hours of the day, and dosage may be 
continued indefinitely without concern for 
drug depression. Containing phenobarbital 
(14 grain) and colloidal sulfur (14 grain), 
the action of Solfoton is dual, and is espe- 
cially indicated in the anxiety syndrome, 
and in functional hypertension, menopause, 
irritable heart, and nervous dyspepsia. 


Wm. P. Poythress & Co., Inc. 


RICHMOND 17, VIRGINIA 
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Terra-Cortril 


Cortril Topical 
Ointment 

Cortril Tablets 

Cortril Acetate 
Ophthalmic Ointment 
Cortril Acetate 

Aqueous Suspension for 
intra-articular injection 
Terra-Cortril 
Ophthalmic Suspension 





topical ointment 
a clear-cut therapeutic answer 


provides coordinated anti-infective, anti-inflammatory 
action quickly resolving inflammatory conditions in 
which infection is actual, suspected, or anticipated. 

in '4-ounce tubes, containing 36¢ TERRAMYCIN® 
(oxytetracycline hydrochloride) and 1¢¢ Cortrit* (hydro- 
cortisone, free alcohol) in an easily applied ointment base. 


*brand of oxytetracycline and hydrocortisone 
PFIZER LABORATORIES, Brooklyn 6, New York 
Division, Chas. Pfizer & Co., Inc. 
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Trasentine’- Phenobarbital 


« Inhibits Parasympathetic Activity 
* Relaxes Smooth Muscle Directly 


* Exerts Local Anesthetic Effect 


on G-I Mucosa 


= Sedates the Patient 


Without Atropine Side Effects 


Each tablet contains 50 mg. 
Trasentine hydrochloride and 20 mg. 
phenobarbital. 

Also available: Trasentine 


hydrochloride Tablets, 75 mg. 


Trasentine® hydrochloride 
(adiphenine hydrochloride CIBA) 





2/2061m CiBa Summit, N. J. 
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LICLOTEE 
VOR) 


Information 


3x Rte ee 





A MODERN HOSPITAL 
FOR EMOTIONAL 
READJUSTMENT 


Brochure @ Modern Treatment Facilities @ Occupational and Hobby Therapy 


Rates @ Psychotherapy Emphasized @ Healthful Outdoor Recreation 
Available to Doctors @ Large Trained Staff @ Supervised Sports 
and Institutions @ Individual Attention @ Religious Services 
@ Capacity Limited @ Ideal Location in Sunny Florida 


MEDICAL DIRECTOR — SAMUEL G. HIBBS, M.D ASSOC. MEDICAL DIRECTOR — WALTER H. WELLBORN, Jr.,M.0. 


JOHN U. KEATING. M.D SAMUEL R. WARSON, M.D 


TARPON SPRINGS - FLORIDA - ON THE GULF OF MEXICO © PH. VICTOR 2-181! 














THE WALLACE HOSPITAL 


W. R. WaLtAce, Superintendent 
Memphis, Tennessee 


For the Diagnosis and Treatment of Nervous and Mental Diseases, 
Drug Addiction and Alcoholism. 
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j mews! (MPORTANT PRICE REDUCTION 


TABLET 


ees reduce 





COUNCIL OW 


PHARMALY 





cS 
ame n° 


The rapidly expanding routine use of Fura- 
dantin in acute and chronic urinary tract in- 
fections has enabled us to make anaverage 
reduction of 18% in the cost to your patients. 
50 and 100 mg. tablets. Furadantin Oral Sus- 
) pension, 5 mg. per cc. 
(2 EATON LABORATORIES 








NORWICH, NEW YORK 


® 
for true economy in urinary tract infections FURADANTIN 


brand of nitrofurantoin, Eaton 
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Browne-McHardy Clinic 


Diagnostic and Therapeutic 
Facilities 

Internal Medicine and 
Gastroenterolegy 

Surgery 

Gynecology and Obstetrics 


Radiology—X-ray and 
Radium therapy 


Laboratory and Research 
Departments 


Urology 

Endoscopy 
Otolaryngology-Ophthalmology 
Neuropsychiatry 

Hotel facilities available 








363 6 
Phone TYler 2376 


$T. 


CHARLES 


. New Orleans, La. 


AVENUE 











ESTABLISHED 1911 


WESTBROOK SANATORIUM 


Staff 


PAUL V. ANDERSON, M.D. 
President 


REX BLANKINSHIP, M.D, 
Medical Director 


JOHN R. SAUNDERS, M.D, 
Associate 


eA private psychiatric hospital em- 

ploying modern diagnostic and treat- 

ment procedures—electro shock, in- 

sulin, psychotherapy, occupational and 

recreational therapy—for nervous and ‘THOMAS F. COATES, M.D, 
ssociate 


R. H. CRYTZER, Administrator 





mental disorders and problems of 


addiction. 


P. O. Box 1514 RICHMOND, VIRGINIA Phone 5-3245 


Brochure of Views of our 125-Acre Estate 
Sent on Request 














———————————————— ee 
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Establishing desired eating patterns 





Obedrin. 


and the 60-10-70 Basic Diet 


With Obedrin and the 60-10-70 Basic Diet, 
the overweight patient receives specific, 
proved aids to control overeating. Loss of 
weight is accomplished more comfortably, 
while the patient develops new and better 
eating habits.* 


OBEDRIN CONTAINS: 


Methamphetamine for its anorexigenic and 
mood-lifting effects. 

Pentobarbital as a corrective for any excita- 
tion that might occur. 

Vitamins B, and B, plus niacin for diet 
supplementation. 

Ascorbic acid to aid in the mobilization 
of tissue fluids. 


Obedrin contains no artificial bulk, so the 
hazards of impaction are avoided. The 
60-10-70 Basic Diet provides for a balanced 
food intake, with sufficient protein and 
roughage. 

*Fisfelder, H. W.: Am. Pract. & Dig. 
Treat., 5:778 (Oct. 1954). 


FORMULA: 
Semoxydrine HCI (Methamphetamine HCl) 5 
mg.; Pentobarbital 20 mg.; Ascorbic acid 100 mg.; 
Thiamine HCI 0.5 mg.; Riboflavin | mg.; 
Niacin 5 mg. 


Write for 60-10-70 Diet Pads, Weight 
Charts, and samples of Obedrin. 


The S. E. MASSENGILL COMPANY 


Bristol, Tennessee 
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EsTABLisHieD 1916 


Appalachian fiall * Asheville, North Carolina 





eke “ 1 “eh —. 
x tg | , a oe a 
_ Sa " ~ : rs -_ * 
An Institution for the diagnosis and treatment of Psychiatric and Neurological illnesses, rest, conva- 
lescence, drug and alcohol habituation. 
Insulin Coma, Insulin Sub-Shock, Electroshock and Psychotherapy are employed. The Institution is 
equipped with complete laboratory facilities including electroencephalography and X-ray. 
Appalachian Hall is located in Asheville, North Carolina, a resort town, which justly claims an all 
around clime for health and comfort. There are ample facilities for classification of patients, rooms 
single or en suite. 


Ws. Ray GrirFIN, M.D. Mark A. GriFFIN, M.D. 
Diplomate In Psychiatry Diplomate In Psychiatry 
Wo. Ray GriFFIN, Jr., M.D. Mark A. GRIFFIN, JR., M.D. 


For rates and further information write APPALACHIAN HALL, Asnevitte, N. C. 














BRAWNER’S SANITARIUM 


ESTABLISHED 1910 


SMYRNA, GEORGIA 
(SUBURB OF ATLANTA) 


FOR THE TREATMENT OF 
PSYCHIATRIC ILLNESSES AND 
PROBLEMS OF ADDICTION 


Psychotherapy, Convulsive Therapy, Recreational and Occupational 
Therapy 
Modern Facilities 
Custodial Care for a Limited Number of Elderly Patients at Monthly Rate 
Jas. N. Brawner, M.D. Jas. N. BRAWNER, JR., M.D. ALBERT F. BRAWNER, M.D. 


MEDICAL DIRECTOR ASSISTANT DIRECTOR AND RESIDENT SUPERINTENDENT 
SUPERINTENDENT 


P. O. Box 218 Phone 5-4486 
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as secretary. Dr. Kyle Mundy was elected as chief 
of surgical services, succeeding Dr. Macey Rosenthal. 
Dr. John Francis Dammann, Jr., has been ap- 
pointed as associate professor of surgical cardiology 
in the department of surgery of the University of 
Virginia Department of Medicine, Charlottesville. 


WEST VIRGINIA 
The West Virginia Academy of General Practice 
will hold its third annual scientific assembly at the 
Daniel Boone Hotel in Charleston, Saturday and 
Sunday, April 16-17. 


Dr. Walter E. Vest, Huntington, has been recently 
named to the six-man editorial board for Today’s 
Health. 


Dr. Hoffman T. Elliott, Logan, has been named 
superintendent of Denmar Sanitarium at Denmar. 
He is succeeding Dr. Robert G. Warren. 

Dr. Russell L. Heinlein, Sisterville, who has_re- 
cently completed graduate training in  neuropsy- 
chiatry at the Veterans Hospital in Roanoke, Vir- 
ginia, has been appointed superintendent of the 
West Virginia ‘Training School, at Spring Run, in 
Pleasant County. The appointment was effective 
January |. 

Dr. G. W. Borkovic, Romney, is associated with 
Dr. J. G. Muller, Baltimore, Maryland, in the practice 
of his specialty of industrial surgery. 

Dr. William E. Copenhaver, Bluefield, has  ac- 
cepted and is serving a residency in radiology at the 
University Hospital, Charlottesville. 





CLASSIFIED ADVERTISEMENTS 











FOR SALE—X-Ray Machine and Equipment: Aloe 
Mobile X-ray, Type MX, Model 41, number 5169; 
Aloe all steel X-ray table; 17”x17” Bucky Diaphragm; 
t Cassetts with screens; 10 film hangars. For further 
information write G. D. Halstead, P. O. Box 177, 
Headland, Alabama. 


OFFICE AVAILABLE—Complete, for specialist or 
general practitioner. For further information contact 
Daniel Kindler, M.D., 600 S. W. 12th Avenue, Miami, 
Florida. 


WANTED—Assistant resident in Otolaryngology, ad- 
ditional training provided in Maxillofacial Surgery 
and Broncho-esophagology. Active three-year program 
in teaching institution. Contact Otolaryngologist-in- 
Chief, University of Virginia Hospital, Charlottesville, 
Virginia. 


RESIDENCIES AVAILABLE—Veterans Administra- 
tion Hospital. Large Southern Medical Center, af 
filiated with Tulane and Louisiana State University 
Schools of Medicine. Fully approved. Openings July 
1, 1955 in Internal Medicine, General Surgery, Urol- 
ogy, Ophthalmology, Pathology and Psychiatry. Apply 
Dr. W. W. Frye, Chairman, Dean’s Committee, 1542 
lulane Avenue, New Orleans, Louisiana. 


Unexplained weakness, 
easy fatigability, pallor, 
palpitation, and dyspnea 
on exertion ordinarily are 
the tell-tale signs ofa 
chronic anemia in women 
during the third to fifth 
decades.’ 


1. Rath, C. E.: M. Clin. North 
America 34: 1779, 1950. 


When you prescribe 


Armatinic Activated you 
give exceptionally effective 
potencies of all hem- 
atopoietic factors which 
combat both macrocytic 
and microcytic anemias. 


Each Armatinic Activated 
Capsulette contains: 
Ferrous Sulfate 
Exsiccated........200 mg. 
Vitamin Bi2 
Folic Acid 
Vitamin C... 
Liver Fraction 2N.F. 
with Duodenum 
(contains Intrinsic 


Average adult dose: 3 capsulettes 
daily. Bottles of 100 and 1000. 


THE ARMOUR LABORATORIES 
DIVISION OF ARMOUR ANE MPANY 


KANKAKEE 
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in a wide variety 
of PYODERMAS 


[ BACITRACIN-NEOMYCIN] 


OINTMENT 





In a recent study! of 53 patients with 
various types of pyodermas, the use of 
BACIMYCIN Ointment “’... resulted in a 
cure rate of 88%...’ and not a single 
case of sensitization or primary irrita- 
tion occurred. 

Impetigo, infectious eczematoid der- 
matitis, atopic eczema, secondary in- 
fections superimposed on dermatitis 


venenata, and folliculitis were among 
the common skin infections that 
showed marked improvement with 
BACIMYCIN therapy. 

Supplied in %2-0z. tubes for prescrip- 
tions; in 100 gm. jars for hospital use. 

Literature and samples on request. 
| eent J. M., and Ryle, W. C.: A.M.A, Arch. 


Dermat. & Syph. 69:366, Mar., 1954. 


LABORATORIES, INC. MOUNT VERNON, NEW YORK 














- 


A welcome change from *‘No” to “Oh” 


& 


chocolate -mint-flavored 
suspension for 
the treatment of 
mixed infections 
caused by 
penicillin-susceptible 
and or 
sulfonamide-sensitive 
organisms 






Neolin’ 


(BENZATHINE PENICILLIN—G WITH SULFONAMIDES, LILLY) 





The twofold antibacterial action of ‘Sulfa-Neolin’ is 
particularly effective in mixed infections. The com- 
bined action of penicillin and the sulfonamides is also 
of value in combating relatively resistant organisms. 
Since the mode of attack of penicillin differs from 
that of the sulfonamides, it is more difficult for an 
organism to develop resistance to the combination 
than to either drug used alone. The tasty chocolate- 
mint flavor of ‘Sulfa-Neolin’ quickly wins youngsters’ 
approval. They’ll like it! 

Each 5 ce. (approximately 1 teaspoonful) contain sulfa: 
diazine, merazine, methazine, 0.167 Gm. each, and ben- 
zathine penicillin—G, 300,000 units. ‘Sulfa-Neolin’ is 
stable at room temperature for two years. 

Dosage: Average dose is 1 teaspoonful four times a day. 


Suspension ‘Sulfa-Neolin’ is supplied in 60-cc. bottles 
(M-120). 


ELI LILLY AND COMPANY -INDIANAPOLIS 6, INDIANA, U.S.A. 





combat 
resistant 


bacteria... 


Chloromycetin . 


The rising incidence of bacterial resistance to various 
antibiotics constitutes a serious therapeutic problem. Many 
infections, once readily controlled, are now proving 
difficult to combat. Administration of CHLOROMYCETIN 
chloramphenicol, Parke-Davis) is often useful in 





these cases because this notable, broad-spectrum antibiotic 

is frequently effective where other antibiotics fail. 

“,..An advantage of CHLOROMYCETIN appears to be its relatively 
low tendency to induce sensitization in the host or 


resistance among potential pathogens under clinical conditions.”* 











CHLOROMYCETIN is a potent therapeutic agent and, 
because certain blood dyscrasias have been associated with its 
administration, it should not be used indiscriminately 

or for minor infections. Furthermore, as with certain other drugs, 
adequate blood studies should be made when the patient 


requires prolonged or intermittent therapy. 


Pratt, R., & Dufrenoy, J exas Rep Biol. & Med. 12:145 )54 


PARKE. DAVIS & COMPANY + DETROIT 32. MICHIGAN 





